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FOREWORD 


SYMPOSIUM ON DERMATOLOGY 


oon the greater proportion of the readers of Postgraduate Medicine 

are general practitioners, subjects for this symposium on dermatology 
have been chosen with this point in mind. Due to the fact that derma- 
tologic textbooks cannot keep up to date with the newer methods of 
treatment, specialists in the field of dermatology have been asked to 
stress the management of those skin conditions which the general practi- 
tioner is most frequently called upon to treat—acne vulgaris, bacterial 
infections of the skin, benign tumors, eczema of the hands, superficial 
fungous infections and urticaria. Pruritus, local or generalized, presents 
such a difficult treatment problem for both the dermatologist and the 
general practitioner that an entire paper has been devoted to the manage- 
ment of this annoying symptom. 

The cortical hormones have now been used in the treatment of 
every skin disease from the more serious disseminated lupus erythema- 
tosus and dermatomyositis to such benign conditions as acute contact 
dermatitis, dermatitis medicamentosa, erythema multiforme, alopecia 
areata, etc. An expert appraisal of both cortisone and corticotropin 
(ACTH) in the field of dermatology has been urgently needed. Post 
graduate Medicine and its readers are fortunate in obtaining papers from 


such outstanding physicians in the field of dermatology. 


BEDFORD SHELMIRE, M.D. 


GUEST EDITOR 
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The Physiologic Approach to the 


Management of Itching 


WALTER C. LOBITZ, JR.* AND OTIS FIELD JILLSON** 


Dartmouth Medical School, Hanover, New Hampshire 


— is an unpleasant cutaneous sensation 
which provokes the desire to scratch.”’ In 
order to understand the rational therapy of this 
sensation some basic physiologic facts and con- 
cepts must be reviewed. Once the clinician 
understands the functional and structural mech- 
anisms, both normal and abnormal, that are 
involved in the production of “itch,” he will 
then be better able to treat any given itch sen- 
sation in any given patient. 


Physiology of Itching’ 


Itching is a function of the epidermis where 
the terminal nerve endings are located. No itch- 
ing is present when the epidermis is denuded. 

The sensation of itching is closely related to 
that of pain and is not related to the other three 
sensory modalities: touch, cold and heat. Thus 
itch is mediated by pain receptors and pain 
fibers and occurs when these pain receptors are 
weakly stimulated. When, with local anesthetics, 
the perception of pain disappears, itching also 
disappears; itch returns with the return of pain 
perception. This has also been observed clini- 
cally in diseases with sensory disassociation 
(syringomyelia, leprosy, etc.); i.¢., itch is pres- 
ent only when pain is present. 

* ASSISTANT PROFESSOR OF DERMATOLOGY, DART- 


MOUTH MEDICAL HANOVER, NEW 
HAMPSHIRE, 


SCHOOL, 


**INSTRUCTOR IN DI RMATOLOGY, DARTMOUTH 
MEDICAL SCHOOL, HANOVER, NEW HAMPSHIRE. 
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Various physiologic factors of itch are re- 
viewed, including relationship to pain, types 
of itch, the itch-scratch cycle and the func- 
tion of dry skin and miliaria in itch. Basic 
pharmacologic experiments in control of 
pruritus are also reviewed. These facts are 
then applied in the therapy of pruritus. 


Types of Itch 


When the human skin is pricked with a pin 
two types of pain are perceived: (1) the “first,” 
“fast” pain which is well localized, discrete and 
superficial, and (2) a less well localized, diffuse, 
deeper pain described as “burning” and referred 
to as “second” or “slow” pain. It is suggested 
that fast pain is a function of the myelinated 
fibers and that slow pain is a function of the 
unmyelinated ones. 

Itch sensation can also be separated into the 
two components of pricking itch and burning 
itch (also carried by myelinated and unmyel- 
inated pain fibers respectively). These are de- 
scribed as (1) spontaneous itch which occurs 
as normal “itch spots” in all normal individuals 
or can be produced locally by many disease 
processes (dermatitis, histamine wheal, heat, 
insect bites, etc.). It is of short duration, dis- 
appearing in a few minutes. This, however, 
sets the stage for (2) the second type called 
itchy skin which is of long duration, enduring 
for hours or days. Itchy skin surrounds the site 
of spontaneous itch like a halo and is poorly 
localized. It can be initiated by light touch, 
pressure, cold or heat. 
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The sensation of tickle is indistinguishable sub- 
jectively from “itchy skin.” Tickle differs from 
itch only in that tickle has the additional ele- 
ment of movement. 


Pain and Itch 


Pain threshold is lower at the site of itch than 
when the same area is not itchy. Itch, itchy 
skin and tickle, on the other hand, do not occur 
in areas of hyperalgesia, but are increased in 
areas of hypoalgesia. Itch, itchy skin and tickle 
are also abolished if sharp pain (pinprick), 
heat, cold or the slap of a ruler occurs any- 
where in the same dermatome which contains 
the site of itching. 

The nerve fibers for itch are carried from the 
skin to the spinal cord in the peripheral nerves. 
Within the spinal cord the fibers then travel up 
the spinal thalamic tracts to the thalamus and 
cortex. 

Stimulation of these higher centers can inten- 
sify itching whereas certain types of sedation 
can decrease it. 


The “Itch-Scratch Cycle” 


The normal reflex response to the itch sensa- 
tion is to scratch. Scratching will relieve itch by 
stimulating pain endings and thus converting 
the intolerable itching sensation to the more 
tolerable pain sensation, or by breaking up the 
monotony of the nerve fiber response produc- 
ing the itch. To accomplish this “pain” the 
skin obviously must be injured. The skin in 
turn must protect itself against any acute or 
chronic injury. This protective response on the 
part of the skin is one of thickening and exag- 


July 1952 


geration of the normal lines and is accomplished 
by increasing the number of prickle cells and 
widening the surface-cornified layer of the epi- 
dermis. Such a protective thickening in response 
to occupational trauma is called a callus and to 
scratching is called lichenification. 

Of course, if one could scratch (i.e., produce 
pain) in only the intense, localized, pricking- 
itch area, the itch would stop and the damage 
done would be minimal. However, a scratch is 
usually carried into the “halo” of “itchy skin” 
which in turn becomes intense and then a new, 
wider halo of itchy skin develops. This process 
repeats itself due to reflex cutaneous nerve path- 
ways and synapses and explains why a small 
area of itch once scratched can spread in waves 
over large areas of the body. 

The extensiveness of the clinical lichenifica- 
tion will, of course, depend on the extensive- 
ness of the scratch. Lichenification in turn pre- 
disposes to more itch because the thickened 
stratum corneum will (1) become more easily 
dried (a dry skin itches and is more vulnerable 
to tickle), and (2) tend to plug the sweat duct 
pores and prevent sweat from reaching the sur- 
face (such sweat retention will produce a “heat 
rash” [miliaria] which subjectively is associated 
with burning itch). 

If the scratch is severe enough to remove the 
surface cells (excoriation), the epidermis be- 
comes denuded and devoid of pain receptors, 
and itching becomes absent. Unfortunately re- 
epithelization of an excoriation is associated 
with regrowth of the pain receptors. Itching 
then is produced in the same manner in which 
it occurs when a surgical wound re-epithelizes 
or a peeling sunburn “heals.” 

Another factor in promoting the itch-scratch 
cycle is the production of the normal “triple 
response” of Lewis.” Any trauma to the skin 
surface is associated with the clinical response 
of (1) red line, (2) flare and (3) whealing. This 
is due to the release of histamine or a histamine- 
like substance in the ‘skin which in turn pro- 
duces itch in some individuals. 

Since the itch is a stimulus to scratch, the 
cycle repeats itself. Scratching is a defense reflex 
mechanism. Inhibition of scratching, on the 
other hand, is accomplished at high conscious 
levels and by much mental effort. 








The Itching of Dry Skin 


A skin that is too dry usually itches. It is im- 
portant in the management of all dermatoses 
that this secondary itch from “dry skin” be 
identified and controlled. For the most part it 
can be identified as tickle or itchy skin plus 
the symptoms of the dry skin itself. 

These symptoms of dry skin exist if the skin 
is flaky and rough, less flexible and/or fissured.® 
It is the dehydrated, shrunken surface cells of 
the stratum corneum, loosely attached at their 
margins, that make the skin feel flaky and 
rough.’ Clothing of any type moving across 
such a roughened surface will produce tickle 
(the wool fiber with its microscopic barbs more 
so than smooth synthetic fibers of rayon or 
Nyton™). Even the normal air currents in a 
room will produce tickle over such skin, and the 
patient with dry skin will tell us of the gen- 
eralized tickle and itch that begins when all 
clothing is removed. 

A dry skin also is less flexible and will fissure 
and crack on motion. Such a break in the con- 
tinuity of the epidermis will also itch as_re- 
epithelization is taking place. This dry skin 
may be due to uncomplicated “chapping” or 
secondary to many different types of inflamma- 
tory dermatoses. Dry skin can also result from 
the use of detergents, solvents and drying lotions 
of the calamine type topically applied with the 
hope of alleviating itching. 

Recent studies have shown that a dry skin 
is one without adequate water rather than one 
without adequate oil.° When the relative humid- 
ity of the environment drops below 50 to 60 per 
cent the water will evaporate from the surface 
cells (stratum corneum) to the atmosphere faster 
than it can be replaced by diffusion from the 
deeper layers of the skin (endogenous hydra- 
tion). Areas of skin* that are being constantly 
hydrated by active mental sweating (palms, 
soles, axillae, groin, central face, central chest 
and back) do not present as marked a problem 
of dryness and chapping as is encountered on 
the legs, forearms, dorsa of hands, etc. Chapping 
and dryness are again less a problem when en- 
vironmental temperature or activity is such that 
thermal-regulating sweat is being repeatedly 
secreted over the entire body surface. However, 


postinflammatory dryness can occur anywhere, 
at any season and in any climate. 

Hydration of the skin surface is easily accom- 
plished from without by applying tap water, 
wet dressings, wet soaks or tub bathing (ex- 
ogenous hydration). The patient will always 
feel free of the symptoms of dryness during 
such hydration procedures. When the hydra- 
tion procedure is discontinued, however, this 
relief of dryness is short lived because as soon 
as the water evaporates from the skin, the skin 
again dries out and is as brittle as ever. 

The addition to the surface of the skin of a 
material which will prevent such evaporation 
will, of course, enhance hydration procedures 
(exogenous hydration) as well as hydration 
from within (endogenous hydration). Any oc- 
clusive dressing will do this and any hydro- 
phobic substance such as a film of petrolatum is 
equally as effective’ if applied locally directly 
over the watered skin without drying and before 
evaporation begins. 


Itching of ; Retention Syndrome" 
(“Heat Rash”; Prickly Heat) 


This clinical syndrome also complicates and 
is secondary to most all inflammatory changes 
in the skin. It is important in the management 
of these dermatoses to identify this contributor 
to the patient’s discomfort of itch. 

Pricking, burning and burning-itch are the 
ways most patients refer to this syndrome. The 
onset of the symptoms is sudden and coincides 
with a stimulus to secrete thermal-regulating 
sweat (hot bath, warm environment, physical 
exertion, etc.) or mental sweat (emotions of 
anxiety, anger, startle, shift in attention, men- 
tal work, etc.). The noninflamed skin will 
quickly present discrete red papules (prickly 
heat; each papule represents one inflamed sweat 
gland); the already inflamed skin will become 
more red. Cessation of the sweating stimulus 
will be followed by relief of the symptoms and 
fading of the redness. 

The syndrome occurs because the sweat pore 
becomes obstructed. The sweat then cannot get 
out of the duct and is retained in the skin. The 
sudden distention of the duct presumably leads 
to the sensation of pricking, and the inflamma- 
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tory reaction to the retained sweat leads to the 
sensation of burning and burning-itch. 

The obstruction of the sweat pore can occur 
from the mildest of irritations; in normal skin 
the friction of clothing, overzealous bathing, 
adhesive tape, suberythema doses of ultraviolet 
and infrared light are a few of the things that 
will predispose to plugging of the sweat pores 
by the stratum corneum. The obstruction to 
these pores can persist for many weeks after 
the original dermatosis has cleared. In such 
cases the onset of the syndrome is frequently 
misinterpreted by the patient and physician as a 
recurrence of the original dermatosis. 

The obvious prevention and treatment of 
such symptomatology is to prevent sweating. It 
is difficult enough to prevent thermal sweating 
in certain climates and seasons, but emotional 
sweating is even more of a problem. Thermal 
sweating can be inhibited by a cool environ- 
ment or by cool, wet dressings to the inflamed 
skin. The approach to the control of emotional 
sweating will vary, of course, with the emo- 
tional problem of any given patient. 

The systemic approach to the reduction of 
sweating is also not too satisfactory. Although 
anticholinergic drugs given orally (atropine, 
etc.) can significantly reduce sweating, it is 
futile to attempt to produce complete anhidrosis 
in this manner. The anhidrotic effect can be 
achieved only by the use of large toxic doses 
and even then only for a short time.’' However, 
if such drugs as atropine are topically applied 
to the skin by iontophoresis, local sweating can 
be markedly inhibited for days. Such a proce- 
dure is of value from the therapeutic as well as 
the diagnostic standpoint.'* 


Pharmacology 


Before discussing the diseases that produce 
itching and the treatment of the itching of 
those diseases, it would be wise first to under- 
stand what little has been done in basic con- 
trolled experiments in systemic or local control 
of this symptom. Basic studies are available, al- 
though scant, in this regard. 

Clinical evaluations of the effectiveness of 
medicaments (systemic and local) for the con- 
trol of itching are more numerous and of great 
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value. However, some of these reports are con- 
tradictory and are difficult to evaluate. Some 
studies are properly controlled; some are not 
adequately controlled; some make no attempt 
at control at all but rely on clinical impressions 
for evaluation of the drug. Perhaps this is why 
some of these clinical reports are contradictory. 

The control of itching should be as exact a 
science as the control of pain, of which it ts a 
part. As in the case of pain, the etiologic mech- 
anisms of itch must be evaluated and under- 
stood. The mechanisms of the therapeutic tools 
for itch control also must be understood and 
applied properly and only if indicated. 

It seems generally agreed that, regardless of 
its vehicle or the component parts of the pre- 
scription, none of the anesthetic or analgesic 
agents (examples: procaine, benzocaine, METY- 
CAINE“, NUPERCAINE®, poNnTocAINE®, phenol, 
menthol) is absorbed into the intact skin of the 
human in sufficient amounts to alter itch or 
pain sensation when topically applied. Even 
when the intact skin was injured (thermal 
radiation) there still was no appreciable pene- 
tration of these drugs unless the surface was 
abraded."*"* 

It was also shown that when local anesthetics 
(12 different members of the “caine” family) 
were injected intradermally, relatively high con- 
centrations were needed to inhibit itching. 
Therefore, it was predicted that none would be 
an effective topical antipruritic agent with the 
normal degree of impenetrability of the normal 
skin." 

Such local anesthetic agents as 5 per cent 
benzocaine or 1 per cent nupercaine have been 
shown to be effectively absorbed through the 
mucous membranes (of the lips) causing mark- 
ed anesthesia and analgesia.'* This explains the 
frequent complaint of the married woman with 
pruritus ani, namely, that the itching about the 
anus is not altered by the use of local anesthetic 
ointments, but that a numbness develops about 
the introitus and about the outer portion of the 
vaginal mucous membranes—an unwelcome de- 
velopment. 

There still is some controversy on the effect 
of intravenously administered procaine on the 
cutaneous pain threshold and the control of 
generalized itching. Most of the favorable re- 








ports are clinical. Again, however, controlled 
experiments on humans showed that procaine 
(1 gm. intravenously over 55 to 75 minutes) 
was ineffective in significantly raising the pain 
threshold to radiant heat in either normal or 
traumatized skin.'® 

The antihistaminic drugs cannot penetrate the 
intact skin. They are not effective in altering 
itch or pain when applied topically in ointments 
or lotions to the intact skin or mucous mem- 
branes.’*:'* When taken internally in adequate 
doses, they can alter itching produced by his- 
tamine; however, histamine itch is only present 
in the urticaria-producing diseases and has never 
been adequately shown to play a role in ec- 
zematous dermatoses such as contact allergic 
dermatitis. Their use then in poison ivy der- 
matitis, for example, would be of no value taken 
internally or applied topically. 

Recently 54 topical antipruritic preparations 
commonly prescribed by clinicians, druggists 
and patients were evaluated on histamine pru- 
ritus experimentally produced in man. It was 
found that none of these compounds had a sig- 
nificant effect on this itching.’* Superficial x-ray 
therapy, on the other hand, raises the itch 
threshold in experimentally produced histamine 
itch in man."® 

It is appreciated that, with the exception of 
the eczematous dermatoses, most itching skin is 
originally intact. However, it also has been 
demonstrated” that intradermal absorption is 
generally accelerated in skin showing toxic and 
allergic reactions. 

From the systemic standpoint there is ration- 
ale for some do’s and don’t’s of itch control. 
Morphine and codeine do not alter pain sense, 
but rather alter the patient’s reaction to pain. 
This, coupled with the fact that they are urti- 
cariogenic drugs and can thus enhance itch at 
times, makes them undesirable for itch control. 
Aspirin (and other salicylates), on the other 
hand, decreases not only pain but also itch and 
is one of the most effective systemic approaches 
to this problem. The barbiturates, of course, 
make no attempt to alter pain or itch. Clinical 
experience shows, unfortunately, that they in- 
hibit the high cortical control needed to, in 
turn, inhibit the scratch reflex. This allows the 
itching patient to lie “half asleep” and do tre- 
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mendous damage to his skin by scratching and 
excoriating and establishing the itch-scratch 
cycle. The barbiturates are thus not popular in 
itch control. Chloral hydrate, on the other hand, 
enhances without enhancing scratch. 
Chloral hydrate combined with salicylates is 
very effective in giving the itching patient a 
good night’s sleep (see contact dermatitis). 
Stimulants such as caffeine, BENZEDRINE®, 
DEXEDRINE®, etc. can in some instances enhance 
cortical control of scratching during waking 
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hours; but if too exciting, they can, like emo- 
tional strain and mental fatigue,’® enhance the 
scratch desire and act. They can also enhance 
the sweat reflex (especially emotional sweat) 
and produce the burning itch of the sweat re- 
tention syndrome (“prickly heat”). 


Therapy 


The ultimate goal of therapy is removal of the 
cause of the itching. Where the etiology is not 
readily determinable, therapy is necessarily em- 
piric and symptomatic and utilizes the basic 
facts available on the physiology of itching. 

The causes of itching may be grouped into 
two major divisions: (1) internal and (2) ex- 
ternal (skin diseases commonly associated with 
itching). 


INTERNAL Causes oF IrcHinc=! 


Pancreatic disease (diabetes) 

Hepatic disease 

Kidney disease 

Prostatic disease 

Lymphoblastomas 
Leukemia 
Hodgkin’s disease 
Lymphosarcoma 

Neoplasms 
Carcinoma 
Sarcoma 

Pregnancy 

Psychiatric disorders 
Psychogenic pruritus 
Toxic psychoses 
Dementia praecox 
Paranoia 

Cerebral arteriosclerosis 


Although it is well known that itching is a 
rather common symptom of the group of con- 
ditions listed, the exact causative factors produc- 
ing the itching are not known. 
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The best known example of this group is the 
generalized itching associated with uncontrolled 
diabetes. This disappears when the disease is 
brought under control from the medical and 
the laboratory standpoint. 

In liver disease, even though the itching is 
frequently associated with jaundice, it is doubt- 
ful that the bile pigments are irritating to the 
skin. In hemolytic anemia associated with jaun- 
dice, itching is not a prominent feature and it 
is stated that itching occurs more often in ob- 
structive liver disease than in parenchymal liver 
disease. When the various liver functions are 
returned to normal by medical management, 
the itching is relieved. The same results are 
observed in the treatment of kidney disease. 

The itching associated with the obstruction to 
urinary flow produced by prostatic disease may 
dramatically stop following surgical removal of 
the obstruction. Since this has been observed 
without known kidney damage and is absent 
in other conditions associated with azotemia, 
the stimulus for the itching may be secondary 
to the mechanical obstruction rather than from 
retention of urinary products. 

The itching associated with lymphoblasto- 
mas can be brought under control by specific 
irradiation therapy to the disease itself. How- 
ever, following x-ray therapy of this or any 
malignancy, the itching is often intensified tem- 
porarily, and urticaria or erythema multiforme 
may appear for the first time because of the 
release of toxic material from the breakdown 
of tumor cells. Orally or intravenously admin- 
istered antihistamines are of value for this cause 
of itching. 

Until recently no consistently effective ther- 
apy was known for the itching of pregnancy 
nor for the itching associated with herpes gesta- 
tionis. Carefully controlled investigative work 
showed low progesterone levels in these patients 
and its use was advocated in the treatment of 
herpes gestationis with excellent results.** The 
use of estrogens (diethylstilbestrol) is, of course, 
a much more potent and less expensive method 
of increasing the level of progesterone. Clinical 
experience bears this out in the treatment of 
these diseases if progressively increasing dosage 
is given as in toxemia of pregnancy (50 mg. daily 
at fifth month to 125 mg. daily at term).** 
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The treatment of itching from psychiatric dis- 
orders and from cerebral arteriosclerosis is dis- 
appointing. Specific therapy would be to correct 
the psychiatric disorders. However, some symp- 
tomatic help can be given as discussed under 
senile pruritus. 


| SKIN DisEAsEs COMMONLY ASSOCIATED WITH 
ITCHING | 


Infestations 
Scabies 
Pedic ulosis 
Insect bites 
Urticaria 
Dermatitis herpetiformis 
Lichen planus 
Mycosis fungoides 
Senile skin 
| Localized pruritus 
Pruritus ani 
Pruritus vulvae 
Neurodermatitis circumscripta 
| Eezematoid dermatitis 
| Contact dermatitis 
Atopic dermatitis (disseminated neurodermatitis) 





Scabies and Pediculosis 


The best example of the cure of itching by 
removal of the underlying cause is found here. 
By destroying the parasites with benzyl ben- 
zoate, KWELL® or EURAX”, relief from itching is 
immediately obtained. 


Urticaria 


Since multiple factors are causative here 
(foods, drugs, foci of infections, functional dis- 
orders, intestinal parasitism, lymphoblastomas, 
etc.), time may be required to discover the 
causative agent. During this period symptomatic 
relief may be obtained by the use of oral anti- 
histamines, for, regardless of the etiology, the 
urticaria is produced by the release of histamine 
or histamine-like substances into the skin. Urti- 
caria of the skin may have associated urticaria 
of the gastrointestinal tract. This will prevent 
adequate absorption of oral antihistamines. In 
these cases intravenous antihistamines will be 
necessary initially. 


Dermatitis Her petiformis 


The etiology of this disease is not known. 








However, the disease is completely controlled 
in over 85 per cent of cases by sulfapyridine. 
Initially effective serum levels of sulfapyridine 
should be obtained (3 to 5 mg. per cent) and 
then the dose decreased to the smallest amount 
possible without return of the disease. One- 
half gram every other day may be all that is 
required, but some chemotherapy must be con- 
tinued for an indefinite period of time. The 
drug does not cure the disease, but by some un- 
known mechanism holds the disease in check. 
Investigations have suggested that the pyridine 
radical might be the effective agent. However, 
PYRIBENZAMINE™ and nicotinic acid, which con- 
tain this radical, are of questionable value in 
this disease. The usual blood and urine exam- 
inations are required, and some patients will be 
found unable to tolerate the drug. In _ these 
patients Fowler’s solution (keeping in mind the 
possibility of future skin keratoses and cancer) 
may be necessary to control the severe burning 
and pruritus. 


Lichen Planus 


Although the cause of lichen planus is un- 
known, it is regarded by many as a functional 
disease. Empirically 0.2 gm. of bismuth sub- 
salicylate injected intramuscularly once a week 
for six to eight weeks is of value. Topical ther- 
apy is of little value in this disease as the intact 
skin has none of the altered physiologic factors 
that require treatment from the external point 
of view. 


Mycosis Fungoides 


This is a lymphoblastoma of the skin in- 
variably associated with severe itching. Super- 
ficial small fractional doses of x-ray to the dis- 
eased skin is the treatment of choice. 


Senile Skin 


This usually occurs in the male after the 
climacteric and can be treated specifically with 
testosterone (5 mg. linguets t.id.). If the dry 
skin component is present, it should be con- 
trolled with adequate hydration and_lubrica- 
tion. Occasionally, superficial x-ray therapy can 
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be of value in reducing the itch threshold. 


Localized Pruritus 


In pruritus ani and pruritus vulvae, after the 
numerous causative factors (infection by yeast, 
fungi and Trichomonas, pinworms, diabetes, 
diarrhea or constipation from gastrointestinal 
allergy or cancer, poor anal hygiene, etc.) have 
been found and eradicated, a functional basis 
may remain. The chief problem then is the 
treatment of the itch-scratch cycle with its 
lichenification and excoriations. The same is 
true in the treatment of neurodermatitis  cir- 
cumscripta. In this disease, in addition to a func- 
tional origin, a preceding contact dermatitis, 
lichen planus, stasis dermatitis or trauma must 


be considered. 
Contact Dermatitis 


To treat this disease successfully, the con- 
tactant must be found and avoided. This may 
require prolonged detective work on the part 
of both the patient and the doctor. Otherwise, 
it is the therapy of the basic altered physiology 
of pruritus. During the acute oozing stage, con- 
tinuous cool, wet compresses are used to hasten 
the involution of the morbid process. Later the 
dry skin component, the miliaria component 
and, if present, lichenification must be treated. 
Crude coal tar ointment and x-ray therapy are 
of value in the latter. Internally the following 
prescription is safe and of value: 


Sodium. salicylate 


NE NINE oid 5 cb ad dawn ae ewe caw see 20.0 
CA 95 Sas a ts yon Tar i ery 16 es eG aM iw, on 12.0 
SUNN Ge CERNE MS. occ cise res scuwnsee ed aes 120.0 


Sig.: One teaspoon in 
Atopic Dermatitis 


Atopic dermatitis (disseminated neuroder- 
matitis) is perhaps the most difficult of all 
dermatoses in which to control itching. This is 
so because these patients itch from many pri- 
mary and secondary causes and combinations 
of these at the same time. To manage their 
symptoms properly, all facets must be under- 


stood and evaluated. The allergic component of 
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their disease can make them itch by producing 
the eczematous skin changes as well as the urti- 
carial mechanism. These patients have a drier 
skin than normal (ichthyotic component) and, 
especially in winter climate, itch can be pro- 
duced by “dry skin.” The secondary changes of 
lichenification are usually established as are 
excoriations and a well developed itch-scratch 
cycle. This occurs especially in the sites of pre- 
dilection (flexure surfaces of extremities, neck 
and face). The sweat retention syndrome is al- 
ways present and occurs in any season because 
these patients secrete emotionally stimulated 
sweat as well as thermal-regulating sweat in the 
sites of predilection of their disease.** The psy- 


REI 

RovHMAN, S Physiology of itchin Physiol. Rev. 21:357-381, 
ty4gt 
RorHMan, S Ihe nature of itchin Pro A. Research Ner 
Ment. Dis. 23:110-122, 1943 
Bistrior, G. H Neural 3 hanisms of cutaneous sense. Physiol 
Rev. 26:77-102, 1946. 
Geanam, D. 1 Gooprtt, H nd Worrt, H. G Neural mech 
nisms involved in_ itcl “itchy skin and tickle sensations. 
J. Clin, Investigation 30:37-49, 105 
Lewis, 1 The Blood Vessels of the Human Skin and Their 
Responses. London, Shaw and Sons, Ltd., 1928 
Biank, | Factors which influence the water content of the 
tratum corneum, J. Invest. Dermat. (in press). 
Opiann, G. I Histological aspects of “‘dry = skit Presented 
t Panel on Basic Principles of Topical Therapy. 1. The relief of 

cc Dermatology 


the symptom of dryness American A my 

nd Syphilology, December 13, 1951 

Lopirz, W. C., |p The physiology of ‘‘dry skin lbid., No. 7. 
I aie ie al ‘ 


Brann, 1 The | ical emical n nisms of dry 
skin Thid., Ne 
Surzpercer, M. B., br A O'Brien, J. Pi; Sue *, WW. 2, 
Al complete bibliography in Losirz, W c., F Pustular 
miliari 1 sweat retention phenomenon complicatin common 
lermatoses. J.A.M.A. (in press) 

11. Sueceey, W. B. and Horvatn, P. N.: Comparative study on the 
effect of nticholinergic ompounds on sweatin J Invest. 
Dermat. 16:267-27 


Lopsirz, W. ¢ 
the sweat 


Harpy bs. Bes 





chosomatic component of this disease is strong 
and contributes to much itching not only by 
the production of this emotional sweating but 
also by enhancing eczematization, by producing 
“functional” urticaria and by so agitating and 
fatiguing the higher cortical centers that there 
is poor inhibition of the scratch reflex, thus aid- 
ing in the production of the itch-scratch cycle. 
The significance of any one or a combination 
of these itch-producing factors will vary in each 
patient with atopic dermatitis and in any given 
patient from time to time. Not until all the fac- 
tors of this disease are appreciated, evaluated and 
properly treated, as has been previously indi- 
cated, will the patient be free of itching. 
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liching 


This I do advertise every man, for this matter to ordain or prepare a good pair of 


nails, to scratch and claw, and to rent and tear the skin and the flesh, that the corrupt 


blood may run out of the flesh; and use then purgations and stuffs’ and sweats. And 


beware, reverberate not the cause inward with no ointment, nor claw not the skin 


with fishy fingers, but wash the hands to bedward. 
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Cortisone and Corticotropin in 


the Treatment 


PAUL A. O’LEARY* 


Mayo Clinic, Rochester 


geen clinical ap- 
plication and evalu- 
ation of cortisone and 
corticotropin (ACTH) 
have been going on 
since their introduction 
three years ago.’ Early 
in the appraisal of these 
drugs cutaneous diseases 
in which the results of 
treatment might be ob- 
vious were treated. As 
soon as the supply of these hormones was ade- 
quate various diseases of the skin, the causes of 
which are unknown and for which no curative 
treatments are known, also were treated. The 
rationale for treating these patients in most in- 
stances was hope—hope that these remedies 
would be helpful or might reveal leads that 
would suggest possible clues as to their etiology. 
In both respects there have been disappoint- 
ments, but, nonetheless, some encouragement. 


P. A. O'LEARY 


Early experiences were confusing because one 
group of patients improved materially, while an- 
other group treated similarly showed little bene- 
fit. Also the reports of investigators varied con- 
siderably; some were enthusiastic, while others 
were discouraging in discussions of similar 
groups of patients. The complications that de- 
veloped following treatment in the first days of 
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of Cutaneous Diseases 


The improvement that follows the use of 
cortisone and corticotropin in most diseases 
of the skin is of short duration, Maintenance 
therapy may control, but does not cure, any 
of the serious dermatoses. Relapses are com- 
mon, both during and after treatment. In 
order to produce even temporary successful 
effects, the physiologic actions of the drugs 
must be understood. 


the clinical application of cortisone and corti- 
cotropin produced some restraint in their use, 
until the physiologic effects were known and 
the types of reactions to be anticipated were 
defined. The limitations of cortisone and corti- 
cotropin in the treatment of patients with dis- 
eases of the skin now appear more clearly, and 
although these remedies do not produce cures, 
they do relieve symptoms. They are especially 
helpful in carrying a patient through the un- 
pleasant phase of a self-limited disease; they are 
of definite value in the relief of pruritus and 
they do prolong life by producing remissions of 
varying duration in some of the fatal dermatoses. 
Systemic lupus erythematosus and _ psoriasis 
were among the first cutaneous diseases treated,” 
and shortly thereafter dermatomyositis and scle- 
roderma*® wete included. Since then cortisone 
or corticotropin has been tried in the treatment 
of most dermatoses and the therapeutic experi- 
mentation will continue.* The data accumulated 
from this experience have brought forth certain 
facts which warrant discussion of what these 
remedies will do, what they will not do, and 
what side effects are to be anticipated in patients 
undergoing treatment for cutaneous disease. 
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Favorable Effects of Cortisone 
and Corticotropin 


The pruritus of atopic eczema, lichen planus, 
dermatitis herpetiformis, acute urticaria, pruritus 
ani, pruritus vulvae and neurodermatitis can be 
minimized by the use of cortisone or corti- 
cotropin. The benefits are not constant: Cortisone 
sometimes will fail to give relief, while corti- 
cotropin will do so successfully; on the other 
hand, the reverse may occur, and occasionally 
both agents will fail. The pruritus associated 
with malignant processes, such as Hodgkin’s 
disease or carcinomatosis, may be minimized, 
and in many cases of pruritic dermatoses of a 
less severe nature, the discomfort has been de- 
creased. In severe types of atopic dermatitis 
cortisone will lessen the pruritus and thus de- 
crease the trauma from scratching, which in 
turn results in a definite improvement in the 
skin lesions; however, the benefit disappears 
when treatment is stopped. Favorable results in 
the treatment of acute dermatitis venenata from 
poison ivy or other contact agents have been re- 
ported by Ekblad” and although the course of 
the disease may be changed but little, the acute 
discomfort is minimized. 

In diseases of short duration—for example, 
acute urticaria from penicillin—the urticarial 
lesions may be minimized or may completely 
disappear while the anaphylactic reaction is in 
the process of terminating itself. Each attack of 
angioneurotic edema subsides readily, although 
repeated episodes are not prevented. Another 
example of the temporary favorable effects of 
corticotropin has been reported by Nickel,® who 
observed relief from the pain of herpes zoster, 
although the herpetic lesions ran the usual 
course. Schupback and Gendel’ reported the 
case of a patient having erythema multiforme, 
who obtained satisfactory results from treat- 
ment with cortisone. I have observed similar 
results among patients with erythema nodosum; 
the erythema and nodules faded rather rapidly 
after treatment with cortisone was instituted 
but recurred promptly when it was stopped, 
and faded out for the second time when treat- 
ment was started again. In some cases one short 
course of treatment with cortisone was sufficient 
to control the disease. 
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Patients with lupus erythematosus of the sys- 
temic type get a decided lift from corticotropin 
or cortisone. The facial erythema will decrease, 
the arthralgias will disappear and definite over- 
all improvement will be noted. The laboratory 
data, however, will change but little if any; 
that is, the sedimentation rate remains high, the 
leukopenia is constant, the lupus erythematosus 
cells are still to be found and serum tests for 
lupus erythematosus continue to show positive 
results. The temperature may return to normal. 
The benefit noted, however, is usually of short 
duration and the symptoms may recur while 
treatment is continued. In a few cases, however, 
a remission may develop and remain while the 
patient continues on so-called maintenance doses. 
Another significant accomplishment of these 
drugs in relation to systemic lupus erythema- 
tosus is that they bolster the patient against 
stress of intercurrent disease. 

As an example, the trauma of infection and 
surgical measures associated with acute appendi- 
citis are usually too severe for the patient with 
systemic lupus erythematosus; yet, although the 
symptoms may be masked while the patient is 
receiving cortisone or corticotropin, operation is 
tolerated rather well during treatment with 
either one of the hormones. Infections, how- 
ever, may overwhelm the patient because of the 
limitation of the inflammatory response. In my 
experience and that of my colleagues, surgical 
wounds heal slowly or not at all when patients 
receive these drugs in large doses. 

Patients having chronic lupus erythematosus 
of the localized discoid type have obtained 
variable and, in general, less favorable results 
of treatment than patients having the systemic 
type of the disease. In a few instances the 
plaques have decreased in size and the indura- 
tion has become less, but in most cases improve- 
ment was negligible and changing from corti- 
sone to corticotropin or vice versa, or increasing 
the dosage, did not increase the good effects. 
Similarly, topical use, of these remedies for this 
disease has been unsuccessful. 

Patients having scleroderma of either the gen- 
eralized or acrosclerotic type, especially in the 
early stages, experience an increased sense of 
well-being, relief of pain in the joints and im- 
mediate decrease of edema of the hands when 
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treated with the hormones. The improvement 
has been maintained for periods as long as five 
months in the acrosclerotic type of scleroderma 
with associated Raynaud’s phenomenon. This is 
a longer period of improvement than in any 
other disease I have treated. Subsequent treat- 
ment after a relapse occurred produced improve- 
ment a second time in some cases but not all; 
maintenance doses did not always retain the 
improved state. 

Discomfort in the joints of patients with 
psoriatic arthropathy was influenced more satis- 
factorily by cortisone than were the skin lesions. 
In a few cases the psoriatic plaques faded out 
shortly after treatment with cortisone was be- 
gun, but recurred while the patient was still on 
treatment. The results, accordingly, are unim- 
pressive in psoriasis, except when the joints are 
involved. 

The results of treatment of the various types 
of pemphigus are not constant: A few patients 
will derive considerable relief because new bullae 
cease to form after administration of cortisone 
or corticotropin is started; some patients will 
experience a remission and remain free of new 
lesions as long as they are kept on maintenance 
doses; others do not obtain any relief from the 
disease and death follows an uninterrupted 
course. It would appear that in cases of pem- 
phigus foliaceus the remissions last longer and 
are more pronounced than in pemphigus vul- 
garis. When remissions occur in this disease it 
is advisable to continue to give cortisone or 
corticotropin in doses of approximately 100 mg. 
per day, which is a larger maintenance dose 
than is usually required for other diseases we 
have treated. 

In the acute form of dermatomyositis, corti- 
sone will reduce the facial edema and the cuta- 
neous erythema somewhat rapidly and_thor- 
oughly, but it does not influence the weakness 
of muscles or seem to interrupt the unfavorable 
progress of the disease to death. In the chronic 
localized types of dermatomyositis, which is a 
self-limited form of the disease, cortisone does 
give some worthy symptomatic benefit. 

Goldman and Rockwell*® demonstrated the 
prevention of hypersensitivity to antipyrine by 
the simultaneous administration of the drug and 
cortisone. This is an illustration of the ability 
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of the hormones to block allergic reactions and 
hypersensitivities and is the basis for their use 
in certain allergic states. In the treatment of 
cutaneous diseases of this type the blocking 
effect has been of a transient type and of short 
duration. 

Although interstitial keratitis cannot be classi- 
fied among the dermatoses, the results from the 
topical use of cortisone among patients with an 
acute, first attack are so dramatic that they must 
not go unmentioned. The instillation of corti- 
sone, in either an ointment base or in a 1 to 2 
per cent saline solution, relieves corneal conges- 
tion and photophobia, and prevents further 
vascularization and scarring of the cornea in 
the majority of cases. This can be accomplished 
without the use of antisyphilitic agents, but be- 
cause of the need for treating the other mani- 
festations of syphilis which these patients have, 
it is recommended that penicillin be given con- 
currently in the required doses. Interstitial ker- 
atitis is unique among the diseases for which 
cortisone and corticotropin have been used in 
that many of the patients treated with these 
hormones for this condition appear to be cured; 
at the time of this report none of those whom 
we have treated have had a recurrence of the 
keratitis. Several reports have appeared in the 
literature as to the value of this method of treat- 
ment, but the idea of using cortisone for such 
patients was probably precipitated by the report 
of Jones and Meyer.” 

More recently Siltzback, Posner and Medine'® 
and others have reported favorable experiences 
in the treatment of sarcoidosis; treatment with 
cortisone has decreased both the number of skin 
lesions and the pulmonary infiltrations. Roth- 
man"! noted a regrowth of hair in 9 of 11 pa- 
tients with alopecia totalis treated with cortisone. 


Comment 


From this review of the effects of cortisone 
and corticotropin in the treatment of patients 
with skin diseases, it is apparent that these hor- 
mones relieve pruritus, produce remissions and 
increase the feeling of well-being of some pa- 
tients. Cure has not been demonstrated in any 
case, but the lives of a few patients have been 
prolonged and many patients have experienced 
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a degree of symptomatic relief. Sulzberger, Wit- 
ten and Yaffe'* have stated the opinion, based 
on their observations, that cortisone acetate is 
of value in the acute phases of pruritic der- 
matoses in that it minimizes pruritus so that a 
necessary trip or an obligatory social engage- 
ment may be met, and in diseases with poor 
prognoses in that this agent produces limited 
remissions. 

Cortisone and corticotropin should not be 
used indiscriminately, and patients receiving 
either drug must be kept under supervision. 
Downing,'* in an excellent review of the value 
of these hormones in dermatology, enumerates 
the cutaneous side effects, such as increased pig- 
mentation, hirsutism, seborrheiclike dermatitis, 
acne, alopecia, atrophic striae and furunculosis. 
Sprague,'* in an extensive review, has stressed 
the physiologic effects of cortisone and corti- 
cotropin and has made some important clinical 
implications therefrom. The following compli- 
cations or side effects from these drugs have 
been reported frequently but are important 
enough to warrant repetition here: (1) compli- 
cations resembling Cushing’s syndrome, with 
the moon or squirrel facies, hirsutism, increased 
pigmentation and acne; (2) cerebral disturb- 
ances, such as frank psychoses, depressed states, 
euphoria, convulsive attacks and change in per- 
sonality pattern; (3) alterations in the electro- 
lyte metabolism, resulting in retention of salt 
and water associated with edema and gain in 
weight, so that when large doses of either hor- 
mone are given the simultaneous use of potas- 
sium chloride is advisable in controlled amounts; 
(4) a transient hyperglycemia that disappears 
when treatment is stopped, and (5) thrombotic 
complications which may occur among patients 
who have vascular diseases or who have a his- 
tory of previous thromboembolic accidents. 
Transient hypertension is to be anticipated, 
which, in the occasional case, persists after treat- 
ment is discontinued and may become a serious 
complication. Also, in the treatment of any 
cutaneous disease which has a tendency to be- 
come generalized, such as psoriasis or lichen 
planus, it is advisable to be alert to the possi- 
bility that generalization may occur while the 
patient is undergoing treatment with cortico- 
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tropin or cortisone. Brunsting and_ associates" 
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have noted that the manifestations of intercur- 
rent infections may be masked by these drugs, 
and accordingly overlooked. In some cases 
peritonitis and tuberculosis, which were asymp- 
tomatic although extensive, have progressed 
while patients were under our care for other 
diseases. Disturbances of the menstrual cycle 
are not uncommon. 

Caution, therefore, must be used in selecting 
the patient and the disease to be treated with 
these hormones. In the presence of hyperten- 
sion, tuberculosis, duodenal ulcer, renal disease, 
congestive heart failure, diabetes mellitus, his- 
tory of psychotic episodes, and acute infectious 
diseases, cortisone and corticotropin must be 
given with great caution and only when the 
indications are sufficiently great. 

The dosage recommended varies according 
to the disease under treatment and the result 
sought. Cortisone is usually given orally, in 
doses of 100 to 300 mg. daily, which should be 
decreased to 50 to 100 mg. or less when em- 
ployed as a maintenance dose. For serious dis- 
eases, larger doses, up to 400 mg. per day, may 
be used for a few days; the dose should then be 
decreased to the lowest amount possible to 
maintain the necessary benefit. 

Corticotropin may be administered at inter- 
vals of six or eight hours for a daily maximum 
of 100 mg., and decreased to the smallest 
amount that will maintain or produce the maxi- 
mal therapeutic effect. 

Opinions differ as to the superiority of par- 
enteral over oral administration of cortisone or 
corticotropin. Some authors recommend the 
parenteral use of cortisone for more resistant 
diseases, while other investigators are of the 
opinion that the results do not warrant the in- 
convenience of intravenous administration of 


corticotropin or intramuscular injections of 


cortisone. 


Summary and 
Conclusions 


Cortisone and corticotropin allay pruritus in 
cases of simple contact dermatitis or malignant 
lymphomas and in many cases of skin diseases 
of varying degrees of severity which are be 
tween these two extremes. Relief, however, is 


13 





temporary and pruritus recurs when treatment ‘degrees but probably less satisfactorily in the 


is stopped, but may disappear again when treat- skin than elsewhere. 

ment is reinstituted. The cutaneous lesions as- The physiologic effects and the resulting side 
sociated with pemphigus, scleroderma, systemic effects that may appear in a patient under treat- 
lupus erythematosus, atopic eczema and sar- ment must be kept in mind, and the dosage 
coidosis may be minimized but are not com- program guided accordingly. Cortisone and 
pletely eliminated and tend to recur when treat- _ corticotropin are remedies that give symptomatic 
ment is stopped. In diseases that are self limited, relief and minimize some manifestations of 
such as acute urticaria, angioneurotic edema, cutaneous diseases, and occasionally prolong 
erythema nodosum and erythema multiforme, life. In order, however, to accomplish these 
although the symptoms are reduced the course things and not produce more serious sequelae, 
of the disease is not materially altered. Allergic | both hormones must be administered with cau- 
manifestations may be blocked off in varying tion and discretion. 
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MEETINGS AND POSTGRADUATE COURSES 
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Management of Bacterial 
Infections of the Skin 


CLARENCE S. LIVINGOOD AND J. FRED MULLINS* 


University of Texas School of Medicine. Galveston 


[' is probable that cutaneous bacterial infee- 
tions account for more disability than any 
other single group of skin diseases. Indeed, if 
one includes all types of primary and secondary 
pyogenic infections of the skin, it becomes ob- 
vious that almost every practicing physician will 
encounter at least several such cases each day, 
especially during hot weather. For this reason, 
as well as because previous therapeutic agents 
were by no means satisfactory for the manage- 
ment of many cases, the successful use of the 
antibiotics in the treatment of cutaneous pyo- 
genic infections constitutes one of the milestones 
of progress in dermatologic therapy. 

This justifiable emphasis on the use of anti- 
biotics in the treatment of cutaneous pyogenic 
infections does not mean that time-honored 
remedies have been replaced entirely. The avail- 
ability of these specific therapeutic agents does 
not relieve the physician of the necessity of recog- 
nizing and correcting local and general predis- 
posing factors which are responsible for the onset 
of cutaneous infections and for their prolonga- 
tion. Furthermore, the management of bacterial 
infections of the skin has not been simplified to 
the point that one may achieve successful re- 
sults in all cases by administering one of the 
antibiotics. Indeed, for many reasons, if the 
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The antibiotics have revolutionized the treat- 
ment of cutaneous bacterial infections al- 
though they have not replaced all other 
methods of treatment. The antibacterial spec- 
trum and disadvantages of each antibiotic 
are summarized in this paper. In addition, 
diagnosis, predisposing factors, prognosis and 
therapeutic agents for the management of 
cutaneous pyogenic infections are discussed. 
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patient is to have the best available treatment, 
it seems mandatory for the physician to be better 
informed regarding all aspects of the manage- 
ment of bacterial infections of the skin than 
was the case in the pre-antibiotic era. 
Numerous factors must be considered in 
selecting the antibiotic of choice and the route 
of administration for a given patient. We now 
have 10 different antibiotics which are useful in 
the treatment of cutaneous bacterial infections. 
Some of these may be applied topically or used 
systemically, and in the latter case administered 
by injection and/or by mouth; others may 
be applied topically but not administered sys- 
temically; at least one antibiotic (penicillin— 
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which is the most commonly used systemic 
antibacterial agent), is not satisfactory for topi- 
cal application because of its sensitizing capacity. 

These antibiotics vary in their effect on spe- 
cific types of bacterial infection, with some of 
them active against a wide variety of organisms, 
others effective only for certain gram-positive 
organisms, and others effective only for gram- 
negative organisms. Indeed at least one anti- 
biotic (polymyxin B) is essentially effective for 
only one bacterial organism. In addition, there 
are other properties of these antibiotics which 
are important in the selection of the antibiotic 
of choice for a given patient with a bacterial 
infection of the skin. 

A complete review of this subject, including 
a detailed discussion of all phases of the diag- 
nosis, etiology, predisposing factors, course and 
treatment of pyogenic infections of the skin to- 
gether with a review of the literature would 
involve a fair-sized volume. Essentially, the 
intent of this paper is to discuss therapy, but 
this cannot be done without some discussion 
regarding diagnosis, prognosis and the com- 
mon local and general predisposing factors of 
importance in influencing the course and onset 
of cutaneous pyogenic infections. 


Diagnosis 


Bacterial infections of the skin are divided 
into two types—the primary and the secondary. 
In the former there is no apparent pre-existing 
skin lesion, and in the secondary type the bac- 
terial infection occurs as a complication of cuta- 
neous trauma of any type (laceration, burn, 
etc.) or of a pre-existing skin disease (contact 
dermatitis, superficial fungous infection, etc.). 
The important primary types of cutaneous pyo- 
genic infection and the common skin diseases 
which are frequently complicated by secondary 
bacterial infection are listed in Table 1. 

It would be desirable to present photographs 
illustrating each clinical type, but for obvious 
reasons this is not possible. However, Figures 1 
through 5 illustrate several types; the captions 
which are included with the photographs are 
self explanatory. 

Perhaps the commonest diagnostic error is 
failure to recognize the pre-existing skin dis- 
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TABLE | 


CuinicaL Types oF BacrertaL Cutaneous INFECTIONS 





Primary 
Impetigo 
Impetigo contagiosa 
Bullous impetig¢ 
Impetigo of the newborn 
Impetiginous dermatitis* 
Ecthyma (ulcerative impetigo) 
Pustular folliculitis 
Superficial 
Deep (sycosis vulgaris) 
Furunculosis 
Paronychia 
Hordeolum (stye) 
Otitis externa (bacterial) 
Granuloma pyogenicum 


Secondary** 


Trauma due to burns, abrasions, lacerations, etc. 
Contact dermatitis 

Scabies 

Insect bites 

Superficial fungous infections 
Pediculosis capitis 

Atopic dermatitis! 

Seborrheic dermatitis 
Eczematous dermatitis 
Herpes simplex 

Drug eruptions 





*Essentially the same as impetigo, except that it is characterized 
by diffuse involvement rather than by individual lesions. 


**Skin diseases frequently complicated by secondary 
fection. 


bacterial in 


tincludes atopic dermatitis of infancy (infantile eczema) 


ease in the case of secondary bacterial infection. 
If the patient has scabies complicated by  sec- 
ondary bacterial infection, it is necessary to 
use both antiscabetic and antibacterial therapy. 
If the patient has contact dermatitis complicated 
by secondary bacterial infection, it is necessary 
to remove the contactant as well as to treat the 
bacterial infection. Obviously this same _princi- 
ple applies in the case of all skin diseases com- 
plicated by bacterial infection. 

Contact dermatitis, atopic dermatitis and 
seborrheic dermatitis are definite clinical en- 
tities, either because the dermatitis is due to a 
single etiologic factor or because of the char- 
acteristic type, distribution and course of the 
cutaneous eruption. We use the term eczematous 
dermatitis as a morphologic diagnostic term 
for all other types of chronic and recurrent 
dermatitis due to a combination of external 
and/or internal causes or of unknown etiology. 
Other synonyms used for this syndrome by 
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various authors include infectious eczematoid 
dermatitis, eczematoid dermatitis, eczema, and 
recurrent and vesicular eruptions of the hands 
and feet. Perhaps it is not particularly pertinent 
to this discussion, but to avoid confusion we 
might mention that some of the etiologic and 
predisposing factors which contribute to ecze- 
matous dermatitis! in addition to bacterial in- 
fection are contact allergens, primary cutaneous 
irritants and defatting agents, trauma, allergy 
to pollens and other inhalants, food allergy, 
dysfunction of the sweat glands (hyperhidrosis, 
anhidrosis and dyshidrosis), foci of infection, 
mycotic infection and mycotic sensitization, 
psychosomatic factors and peripheral vascular 
disorders. 

At one time or another, bacterial infection 
will occur in a high percentage of patients who 
have eczematous dermatitis, in which case it 
may be the predominant etiologic agent. In 
other similar cases, bacterial infection and sen- 
sitization to bacteria may be the only etiologic 
agents or may be so predominant that effective 
antibacterial treatment will result in a cure of 
the condition despite the fact that other etiologic 
agents played a contributory role. Finally, in 
this connection, it should be mentioned that 
prolonged bacterial infection of the skin, if 
improperly treated and especially if there is 
involvement of the hands, feet or legs, may 
result in the initiation of a chronic eczematous 
dermatitis, presumably because of circulatory 
factors and the tendency to local bacterial sen- 
sitization under these circumstances. 


Predisposing Factors 


In many instances, the recognition and ap- 
propriate management of the predisposing 
factors may be more important than the ad- 
ministration of a specific antibacterial agent. 
Therefore it is essential to keep in mind the 
following recognizable local and systemic fac- 
tors which determine the degree of “resistance” 
of the skin to bacterial infection: 

1. Trauma of any form which _ interferes 
with the continuity of the skin and the normal 
skin “barrier” to infection—this includes ex- 
posure to irritants and defatting agents. 

2. Poor hygiene. 
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FIGURE I. Paronychia (acute) of middle toe, with 
surrounding impetiginized dermatitis. Local anti 
biotic therapy effected complete and rapid cure. 
Systemic antibiotic therapy is indicated in some 
cases of paronychia. 


3. Pediculosis capitis and other local causes 
of pruritus. 

4. Excessive sweating (or other sweat dis- 
order), especially of intertriginous sites, hands 
and feet. 

5. Diabetes. 

6. Foci of infection. 

Anemia and blood dyscrasias. 


S| 


. Climatic factors. 

It has been emphasized previously that it is 
essential for the physician to be on the alert in 
recognizing underlying cutaneous diseases, espe- 
cially scabies, all forms of dermatitis, drug sen- 
sitivity reactions and insect bites. 

Some predisposing factors are obscure and 
poorly understood. Resistance to bacterial infec- 
tion varies not only in different persons for no 
apparent reason, but also at different cutaneous 
sites. In some instances it would seem that a 
susceptibility to pyogenic infection exists in 
certain families. It is well known that bacterial 
infection of the skin is influenced by climatic 
factors in that the incidence is higher in persons 
who live in a hot, humid climate. 

It is not necessary to outline the methods of 
correcting these recognizable predisposing fac- 
tors, but perhaps it is well to emphasize that 
(1) the recognition and appropriate treatment 
of pediculosis capitis may result in the complete 
disappearance of an impetiginous eruption with- 
out specific treatment for the bacterial infec- 
tion; (2) trauma is so important in perpetuating 
the cutaneous infection that therapeutic agents 
which have even the slightest tendency to irri- 
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tate the skin must be avoided, and (3) sparkling 
cleanliness and removal of crusts (local de- 
bridement) accomplished without causing irrita- 
tion may be entirely responsible for a satisfac- 
tory therapeutic result without any specific 
antibacterial therapy. 


Prognosis 


The prognosis depends on the clinical type 
of cutaneous pyogenic infection, site of involve- 
ment, predisposing factors, duration and causa- 
tive bacterial organism (or organisms). 

Impetigo, superficial pustular folliculitis, 
furuncles and styes tend to have a more or less 
self-limited course and to clear up readily with 
various types of therapy. In some cases, furuncles 
and styes are recurrent; usually this is due to 
one or more predisposing factors although in 
some instances the most exhaustive studies do 


FIGURE 2. 


not reveal any apparent reason for recurrent 
furunculosis. Also, bacterial infections which 
occur as a complication of contact dermatitis, 
scabies and superficial fungous infections re- 
spond to various types of treatment in a very 
satisfactory manner providing the underlying 
skin disease is managed appropriately. 

Ecthymatous lesions, chronic paronychia and 
especially sycosis vulgaris tend to be relatively 
resistant to treatment. The secondary bacterial 
component which often complicates atopic der- 
matitis, seborrheic dermatitis and chronic recur- 
rent eczematous dermatitis improves quite satis- 
factorily with appropriate therapy, but of course 
this sequence of events does not affect the course 
of the underlying disease significantly. As 
stated previously, bacterial infection may be the 
principal etiologic factor in some cases of 
chronic eczematous dermatitis, in which case 
expert treatment may result in a relatively per- 
manent cure of the condition. 

Pyogenic infections at certain sites on the 
cutaneous surface tend to be more resistant 
to treatment. In particular, this applies to the 
retroauricular area, external auditory canal, 
hands, feet and legs. Also, infections which 
occur at intertriginous sites, including the 
groins, axillae, gluteal cleft, interdigital spaces 
of the feet and the inframammary region, are 
often more protracted. 

In general, cutaneous pyogenic infections of 
brief duration are more amenable to therapy 
than those which have become chronic. There- 
fore it is important to institute adequate, effec- 
tive therapy as quickly as possible after the in- 
fection becomes apparent. 

The causative bacterial organism influences 
the prognosis. However, the availability of a 
battery of antibiotics makes it possible to select 
a specific therapeutic agent for a high per- 
centage of cases, providing in vitro sensitivity 


Rather extensive impetigo contagiosa (or 


impetiginized dermatitis) with onset about one month 
before this photograph was taken. Distribution sug- 
gests possible diagnosis of scabies with complicating 
bacterial infection. This patient was treated with 
systemic antibiotic therapy partly because of extensive 
involvement but also because degree of cooperation 
was not good. 
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FIGURE 3. Impetiginized dermatitis (two years’ 
duration) in retroauricular area. Other possible 
morphologic diagnosis: eczematous dermatitis with 
secondary bacterial infection. In this patient, sebor- 
rheic dermatitis of the scalp seemed to be an im- 
portant predisposing factor, but treatment along 
these lines had not influenced infection significantly. 
jacterial infections at these sites are apt to be 
resistant to therapy. Complete cure was effected in 


this patient with neomycin ointment. 


tests are done. For example, it would seem that 
there is an increasing number of strains of 
hemolytic Staphylococcus aureus which are re- 
sistant to penicillin, but almost all these resist- 
ant strains will be sensitive to one or more other 
available antibiotics. The addition of several 
different antibiotics has made possible specific 
therapeutic agents for most of the gram-negative 
organisms which cause cutaneous infection. 

It is well known that impetigo of the new- 
born is a serious, potentially fatal disease, 
whereas impetigo affecting older children and 
adults is certainly not in this category. Further- 
more, cellulitis, lymphangitis and lymphadenitis 
complicating superficial or deep bacterial infec- 
tion of the skin may result in septicemia. All 
physicians recognize that furuncles in the cen- 
ter of the face may lead to the very serious com- 
plication of cavernous sinus thrombosis. Ap- 
propriate systemic treatment with the antibiotics 
has reduced the mortality rate of these serious 
manifestations or complications of cutaneous 
pyogenic infections to the vanishing point. 

In children, particularly, the prompt, ade- 
quate treatment of cutaneous infections is im- 
portant because of their etiologic relationship 
to acute glomerulonephritis. Callaway and _ his 
associates” have reported that almost 50 per 
cent of the children with acute glomerulo- 
nephritis admitted to the Duke University Hos- 
pital during the period 1946 to 1950 had a pre- 
ceding pyogenic infection. They concluded that 
“the importance of superficial pyogenic infec- 
tions of the skin and early recognition and 
appropriate treatment in order to prevent the 
development of acute glomerulonephritis in 
children cannot be over-emphasized.” 
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Bacteriologic Studies in Management 
of Cutaneous Pyogenic Infections 


Ideally, bacterial cultures should be done in 
every case of pyogenic infection of the skin. 
However, it is obvious that such facilities are 
not readily available for all physicians. For 
practical purposes, it does not seem necessary to 
do a bacterial culture in the case of every 
patient who has a relatively simple, uncompli- 
cated pyogenic infection of the skin of recent 
onset. However, if maximum benefit with the 
imposing array of antibiotics now available is 
to be attained, it is essential to do bacterial cul- 
tures on patients who have chronic, recalcitrant 
bacterial infections of the skin, and in particular 
this is true if the therapeutic agent used initially 
has not resulted in prompt improvement. Fur- 
thermore, it is necessary to determine the in 
vitro sensitivity of the bacterial organisms to 
the available antibiotics in order to select the 
antibiotic which should prove to be most effec- 
tive for the cutaneous bacterial infection to be 
treated. Other factors must be taken into con- 
sideration in the choice of the therapeutic agent 
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for a given case and, in some cases, especially 
with topical antibiotic therapy, one may observe 
lack of correlation between in vitro results and 
clinical results. 

In Table 2 we have summarized our experi- 
ence in regard to the strains of bacteria which 
were isolated in a representative group of pa- 
tients with cutaneous bacterial infections. It is 
emphasized that the relative percentage of 
gram-positive and gram-negative organisms ob- 
tained on culture from cutaneous bacterial in- 
fections will tend to vary in different parts of 
the country and probably in different seasons 
of the year, and also to a considerable extent 
it will depend on the clinical material available 
for such a survey. We have tabulated the num- 
ber of patients with cutaneous bacterial infec- 
tions in whom both hemolytic Staph. aureus 
and hemolytic streptococci were isolated, but 
we have not done this in regard to combina- 
tions of other bacterial organisms because of the 
large number of combinations which were 
found. It was not uncommon to isolate only one 
strain of bacterial organism from a site of in- 
fection, but in the majority of cases two or more 
different bacterial organisms were isolated. 

It is pertinent to note that the isolation of a 
so-called pathogenic strain of bacteria from a 
skin lesion does not indicate necessarily that 
the process is caused by the bacterial organism 
which is isolated. It follows that the elimination 
of the bacteria by appropriate treatment of the 


affected site does not always result in the com 
plete disappearance of the skin lesion. There is 
general agreement that the isolation of hemo- 
lytic streptococci from a skin lesion is usually 
of etiologic significance; hemolytic Staph. aureus 
may be isolated from cutaneous lesions which 
are not secondarily infected in the clinical sense, 
but under these circumstances this organism 
does not tend to become a part of the per- 
manent skin flora. There is considerable ques- 
tion on the etiologic role of the gram-negative 
bacilli in cutaneous pyogenic infections. It is 
our opinion, based on experience accumulated 
during the past three years, that infections due 
to Proteus and Pseudomonas, in particular, are 


increasing in incidence and importance. 


Use of Antibiotics in Treatment of 
Cutaneous Pyogenic Infections 


Local treatment—Sulzberger and Baer* in 
their excellent review on the treatment of cuta- 
neous pyogenic infections have proposed the 


following criteria for the evaluation of topical 


FIGURE 4. Severe eczematous dermatitis complicated by 
bacterial infection. In some of these patients, bacterial 
infection is the predominant or the sole etiologic 
agent; in others, it is a contributory factor of variable 
importance at different times. This patient had a very 
protracted course. Aqueous solution of neomycin sul 
fate (t mg. per cubic centimeter) applied as a com 
press was more effective than other antibiotics admin 
istered systemically and/or locally, although complete 
cure was not effected. The percentage of sensitivity 
reactions following application of potenually irritant 
or sensitizing medicaments, particularly penicillin oint- 
ment and ruraAcin® ointment, is very high in this 
type of case and therefore such treatment is contra- 
indicated. 
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FIGURE 5. Same patient as shown in Figure 
4. In addition to these lesions on the 
hands, this patient had similar crusted, 
eczematous plaques on the shoulders and 
arms. This may be referred to as an 
eczematous “id” which is not an uncom 
mon complication in’ persons who have 
chronic impetiginized eczematous derma 
titis of the legs. 


antibacterial agents for the local treatment of 
pyogenic skin diseases: efficacy and spectrum of 
effectiveness, allergenic potential, degree of ir- 
ritancy and local toxicity, degree of systemic 
toxicity, value of the agent for systemic ad- 
ministration, stability in various vehicles and 
at varying temperatures, acceptability of the 
preparation to the patient, and cost to the pa- 
tient. We suggest the addition of two other 
criteria: (1) tendency for the development of 
cutaneous moniliasis (or possibly other fungous 
infection) at the site of application, and (2) 
tendency for the development of resistant strains 
of bacteria on prolonged topical application of 
the antibiotic. All these factors will be con- 
sidered in comparing the relative merits and dis- 
advantages of the antibiotics generally available 
at present. 

In Table 3 we have listed the antibiotics 
which may be used for the local treatment of 
cutaneous pyogenic infections. The compara- 
tive effectiveness of each antibiotic for all the 
strains of bacteria which are important in infec- 
tions of the skin is indicated. This estimate of 
efficacy is based on results of in vitro tests and 
the clinical experience of numerous observers.’ ” 
Recently an ointment containing a combination 
of bacitracin and polymyxin B has been made 
available by two pharmaceutical houses. Clini- 
cal experience with this combination is too 
limited to justify an opinion concerning its 
efficacy. 

All these antibiotics seem to have a low 
capacity for the inducement of sensitization 
reactions when applied topically, although the 
experience with terramycin and polymyxin B 
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as well as with neomycin is too inadequate for 


a final opinion. Experience to date seems to 
indicate that sensitization reactions are seen 
less frequently following local application of 
neomycin and bacitracin than is the case with 
other available antibiotics. 


These antibiotics are not primary irritants 


TABLE 2 


STRAINS OF BACTERIAL ORGANISMS ISOLATED FROM 710 
PaTieNTs wirn Various Types oF CUTANEOUS 
PyYOGENIC INFECTIONS 











ORGANISM TOTAL ISOLATED 
Number* Per Cent 
Staphylococcus aurets 473 67 
(hemolytic, coagulase-positive ) 
Streptococcus hemolyticus 253 36 
Staphylococcus aureus and Streptococcus 
hemolyticus 182 26 
Colitorm group &6 12 
ferobacter devrORONES 2... cece ees 34 
ee 27 
Paracolobactrum ....0cc0eeecee02! 
(acrogenoides, 15: coliforme, 5: 
unidentified, 1) 
RNINONL. cs cowcbnade-cawsaede 3 
Proteus 60 10 
PE iti ad or tapad ewirent eens 39 
DME kasi wandicn sean dnda <a 11 
CE. riceed ran enedaks anata 9 
FEM BETTE ceccccccscccseccccecsece 3 
DEO. ciswessdeswenewene S 
Pseudomonas 16 7 
EET COTE Te eee ree 36 
fluorescens —Trrrevrrrirerer 9 
PRO Satie cardadsrswed eae I 
Alcaligenes faecalis 22 3 
*This represents the total number of patients with cutaneous 
pyogenic infection in whom the organism was isolated, either m= pure 
ulture or in combination with one or more other strains 
2] 








TABLE 3 


ANTIBACTERIAL SPECTRUM* OF ANTIBIOTICS RECOMMENDED FoR LocaL TREATMENT 


+-+-+-+—Efficacy superior to other available antibiotics. 


+-++—Excellent but not superior to other available antibiotics. 


fone 


o—No effect. 


Satisfactory to excellent in high percentage of cases. 
+—Definitely inferior to other available antibiotics. 





HEMOLYTIC 


| HEMOLYTIC 


MISCELLANEOUS 





ANTIBIOTIC STAPHYLOCOCCI PROTEUS PSEUDOMONAS | GRAM-NEGATIVE 
STREPTOCOCCI 
| (COAGULASE-POSITIVE) BACILLI 
Aureomycin | -b Le | +f o (?) o (?) obo 
Bacitracin +4 ft 4 0 0 Oo 
Chloramphenicol** ae - Le ++ ? ? 
Gramicidint — _ — — — 
Neomycin 5 ee aes A = ck TET —+ rt 
Polymyxin B 0 0 “4. moe ee ? 
Terramycin -f- 4. | +++ o (?) +4 +++ 
Tyrothricin} — — — _ — 
*Based on in vitro sensitivity tests and clinical experience. 
**We have had very little experience with the local use of chloramphenicol, and the evaluation in this case applies only to in vitro tests. 
tOur experience with in vitro tests inadequate for evaluation. 
when used in the recommended concentrations. unusual circumstances. Gramicidin and _tyro- 


Tissue culture studies’? which we have done 
in conjunction with the Tissue Culture Depart- 
ment indicate quite definitely that neomycin 
and bacitracin are unusually nontoxic for human 
epithelial cells and for embryonic chick spleen, 
and in this respect they are superior to all other 
antibiotics except penicillin. The relative toxi- 
cities of the other antibiotics when tested in this 
manner are as follows: aurEoMycIN®, polymyxin 
B, terramycin, tyrothricin and gramicidin. In- 
deed, gramicidin is many times more toxic for 
epithelial cells and spleen tissue than is any 
other antibiotic we have studied. In general, 
the results of these studies are in keeping with 
the comparative irritant effect on the conjunc- 
tiva of the rabbit’s eye of the various anti- 
biotics employed. 

Two antibiotics in this group, aureomycin 
and terramycin, are used extensively for sys- 
temic treatment of infectious diseases and have 
a low degree of systemic toxicity. Bacitracin, 
neomycin and polymyxin B have been used for 
systemic treatment of bacterial infections but all 
these antibiotics have an inherent toxicity on 
prolonged parenteral administration which pre- 
cludes their use in this manner except under 
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thricin have strong toxic and hemolytic effects 
when administered parenterally. There are no 
reports of systemic toxicity following local ap- 
plication of any of these antibiotics. We have 
noted the blood serum levels of neomycin in 16 
patients after neomycin ointment and/or neo- 
mycin sulfate in aqueous solution had been 
applied to extensive denuded cutaneous  sur- 
faces for one week or longer. Evidence of sys- 
temic absorption of neomycin was present in 
only 2 of these patients, and in both instances 
the level was less than 1 gamma per cubic centi- 
meter of serum, which is an_ insignificant 
amount. We are of the opinion that it is not 
necessary to consider the possibility of systemic 
toxic effects following topical application of 
neomycin, bacitracin and polymyxin B except 
perhaps with very prolonged application of an 
aqueous solution of the antibiotic in the case of 
a patient with extensive denudation of the skin. 
One advantage in using antibiotics which are 
not valuable therapeutic agents for the systemic 
treatment of infectious diseases is that if sensi- 
tization does take place this will not deprive the 
patient of a valuable drug for possible future 
treatment of a serious infectious disease. 
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In Table 4 we have summarized additional 
pertinent information regarding some of the 
properties of these antibiotics which are recom- 
mended for topical use. It will be noted that 
neomycin is the only broad-spectrum antibiotic 
which is stable in aqueous solution; this makes 
it possible to prescribe the drug in lotion form, 
and furthermore it may be dispensed in a water- 
containing ointment base without the necessity 
of refrigeration. 

Cutaneous moniliasis may develop at the site 
of application following topical use of the broad- 
spectrum antibiotics. As far as we know, this 
complication of therapy does not occur follow- 
ing the application of bacitracin, polymyxin B, 
tyrothricin and gramicidin. Available data re- 
garding all aspects of this problem are inade- 
quate at the present time, but it would appear 
that the more effective the antibiotic in com- 
pletely sterilizing the site which is treated, the 
higher the percentage of cutaneous moniliasis. 
There is reason to believe that the incorporation 
of a moniliostatic agent will prevent this com- 
plication, and investigative work along these 
lines is in progress. We have not been impressed 
with the tendency for development of resistant 
strains of bacteria following the topical applica- 
tion of any of these antibiotics, but here again 
our data and that of other clinical investigators 


seem inadequate and do not permit valid con- 
clusions. 


Systemic Treatment with Antibiotics 


Antibiotics which are recommended for the 
systemic treatment of cutaneous bacterial infec- 
tions include penicillin, streptomycin, chlor- 
amphenicol, terramycin and aureomycin. The 
spectrum of penicillin includes streptococci and 
staphylococci; that of streptomycin includes 
streptococci, staphylococci and certain gram- 
negative bacilli, especially Pseudomonas; the 
spectrum of the other antibiotics for systemic 
administration is presented in Table 3. More 
recently, penicillin O (Upjohn) and compen- 
AMINE® (Commercial Solvents), which are re- 
garded as less allergenic forms of penicillin, 
have been introduced; a rather extensive ex- 
perience with penicillin O leads us to believe 
that its effectiveness in the treatment of pyo- 
genic infections of the skin is equal to that of 
penicillin G. 

We consider penicillin the antibiotic of choice 
for the systemic treatment of acute staphylococ- 
cic and streptococcic infections of the skin. 
Strains of staphylococci and streptococci which 
are isolated in the case of chronic pyogenic 
infections of the skin are more apt to be re- 


TABLE 4 


PROPERTIES AND THERAPEUTIC CONCENTRATIONS OF ANTIBIOTICS UsED For LocaL TREATMENT 








CONCENTRATION OF 
COLOR OF COMMERCIALLY CONCENTRATION 
STABILITY IN ve SOLUBILITY 
ANTIBIOTIC | OINTMENT OR AVAILABLE OINTMENT OF AQUEOUS 
SOLUTION : IN WATER 
SOLUTION a SOLUTION 
Skin Ophthalmic 
Aureomycin' Not stable Yellow 30 mg./gm. | 10 mg./gm. I 0.5-1.0 mg./cc. 
Bacitracin® | Not stable Colorless 500 U./gm. 500 U./gm. | 4 50-200 U./ce. 
eR a ‘ ; ren ; | ae: arn — 
Gramicidin*® Stable Colorless | 0.25 mg./gm. Slight 
e ; Pes , : - } ; 
Neomycin‘ | Very stable Colorless 5 mg./gm. 5 mg./gm. | 50-100% | 1-2 mg./ce. 


~ 


Polymyxin B® Moderately stable | Colorless 0.1 to 0.25 0.1-0.25% | 10 | 0.1-0.25 


| Not stable 
Tyrothricin | Stable 


ae ca 
lerramycin 


Aight tan 


rae e % 
10% (buffered) | 0.5-1.0 mg. per cc. 


Solorless 0.5 mg./gm. 


~ 


| | 
} 
= ‘ass 
| 30 mg./gm. | 1 mg./gm. 


Slight 0.5-.33 Mg. per cc. 





1Available as AURFOMYCIN OINTMENT (Lederle) and in 50 mg. soluble tablets. 

“Available as BACIGUENT OINTMENT (Upjohn), BACITRACIN OINTMENT (Abbott, C.S.C. and Lilly). Also in powder form for preparing solutions. 
3Available as GRAMODERM OINTMENT (Schering). 

4Available as MYCIGUENT OINTMENT (Upjohn) and 50 mg. tablets of neomycin sulfate. 

5Available as AEROSPORIN OINTMENT (Burroughs Wellcome). 


®Available 


aS TERRAMYCIN OINTMENT (Pfizer); the capsules may be used for solutions. 
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ABLE 5 


ADMINISTRATION FOR ANTIBIOTICS UsED SysTEMICALLY 





ROUTE OF 
ADMINISTRATION 


ANTIBIOTIC 


Penicillin Intramuscular 


AVAILABLE PREPARATION* 


Procaine penicillin G 


DOSAGI 


300,000 600,000 Units 





Oral Potassium penicillin G daily (1.M.) 
Penicillin O (Upjohn) 200,000-400,000 units 
Compenamune (C.S.C.) every eight hours (oral) 
Potassium penicillin tablets 
\ureomycin Oral Aureomycin (Lederle) 250-750 mg. every six 
Intravenous hours 
Chloramphenicol Oral CHLOROMYCETIN® (Parke, Davis) 250-750 mg. every six 
Intravenous hours 
lerramycin Oral Terramycin (Chas. Pfizer) 250-750 mg. every six 
Intravenous hours 
Dihydrostreptomycin Intramuscular Dihydrostreptomycin U.s.P. 0.5-1.0 gm. every 12 
hours 
*This list does not include all the available penicillin preparati - It is well known that procaine penicillin G may be in aqueous suspen 
1 or suspended in oil and/or aluminum monostearate 


sistant to penicillin. Penicillin is an unusually 
nontoxic therapeutic agent. The incidence of 
allergic sensitization reactions is of the order of 
2 to 4 per cent, but often they tend to be minor 
and self limited; quite specific therapeutic 
agents (especially cortisone and ACTH) are 
available for the control of the severe reactions. 
There is reason to believe that oral administra- 
tion results in decreased incidence of reactions. 
Penicillin has the advantage of being relatively 
inexpensive. 

Chloramphenicol, terramycin and aureomycin 
may be grouped together inasmuch as they have 
a wide spectrum of effectiveness, including a 
considerable percentage of strains of Staphylo- 
coccus and Streptococcus isolated from both acute 
and chronic pyogenic infections of the skin, 
and in addition they are effective for some of 
the gram-negative bacillary infections (see 
Table 3). They can be given most conveniently 
by mouth but may be given intravenously when 
necessary. These antibiotics have a profound 
effect on the bacterial flora of the stool, a cir- 
cumstance which may not be desirable because 
of interference with the absorption of vitamins 
(especially B complex) and disturbance of the 
normal balance between the bacteria and yeast 
organisms; this may be responsible for monilial 
overgrowth and host infection, both gastroin- 
testinal and systemic. 

The side effects of these drugs include nausea, 


vomiting, diarrhea, anorexia, perianal pruritus 
and “sore” mouth; it has been our experience 
that these side effects are more common with 
aureomycin, to a lesser extent with terramycin, 
and definitely less common with chlorampheni- 
col. For this reason, unless in vitro sensitivity 
tests indicate otherwise, we prefer to use chlor- 
amphenicol when systemic antibiotic therapy, 
other than penicillin, is indicated, with terra- 
mycin as second choice. However, there is rea- 
son to believe that smaller doses of aureomycin 
(1 gm. daily for an adult) are just as effective 
as larger doses, and under these circumstances 
the incidence of side effects is said to decrease 
significantly. We have had very little experience 
with these lower dosage schedules. 

Chloramphenicol has been reported to cause a 
significant decrease of the white blood cell 
count due to diminution of the number of 
granulocytes in a few patients, but this did not 
seem to be a serious complication in that an 
immediate spontaneous reversal of the process 
occurred in all patients when the drug was dis- 
continued. We have not observed any such re- 
actions in more than 100 patients who have 
received chloramphenicol orally for from four 
days to three weeks. 

When compared with penicillin, the main ad- 
vantage of these broad-spectrum antibiotics is 
that they may be effective for certain infections 
due to gram-negative bacilli, and also the strains 
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of Staphylococcus and Streptococcus which cause 
chronic bacterial infections of the skin may be 
resistant to penicillin and sensitive to one or 
more of the broad-spectrum antibiotics. All these 
antibiotics are more expensive than penicillin— 
even when penicillin is administered by mouth, 
which necessitates a comparatively high dosage. 

Streptomycin is not used frequently in the 
systemic treatment of cutaneous bacterial infec- 
tions; it is indicated if im vitro sensitivity tests 
indicate that the predominant causative organ- 
ism is More sensitive to streptomycin than to 
other antibiotics. 

Pertinent data regarding the treatment of 
cutaneous pyogenic infections with antibiotics 
may be summarized as follows: 

1. The decision to use systemic antibiotic 
therapy rather than local treatment with an 
antibiotic depends on the extent of the in- 
fection, signs of systemic involvement (lym- 
phangitis, lymphadenitis, fever, chills, etc.), and 
other factors. Unless the indications for systemic 
therapy are obvious, we tend to favor local treat- 
ment because reactions are less frequent and 
less serious; also the cost of treatment is de- 
creased. On the other hand, the systemic ad- 
ministration of the antibiotic of choice for the 
patient in question should not be deferred if 
there are signs of systemic involvement, if local 
treatment has been ineffective or if the infection 
is very extensive, especially in children, in which 
case the infection might contribute to the onset 
of glomerulonephritis. 

2. The adult dosage schedules and the routes 
of administration for the antibiotics which are 
used systemically are shown in Table 5. 

3. Penicillin continues to be the antibiotic of 
choice for systemic treatment of acute staphylo- 
coccic and hemolytic streptococcic cutaneous 
pyogenic infections. 

4. The broad-spectrum antibiotics, chloram- 
phenicol, terramycin and aureomycin, are useful 
in the treatment of penicillin-resistant, gram- 
positive infections and 


many gram-negat ive 


bacillary infections. Considering all factors, 
there seems to be more risk in administering the 
broad-spectrum antibiotics than is the case with 
penicillin. 

5. Essentially, neomycin, aureomycin, terra- 


mycin and bacitracin have replaced all other 
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antibiotics in the local treatment of pyogenic 
infections. Recently, polymyxin B, which is ef- 
fective only for Pseudomonas infections, has 
also been added to this list. Except for hemolytic 
streptococcal infections, we prefer neomycin al- 
though it is emphasized that no one antibiotic 
will be the most effective one for every case, and 
essentially, when all factors are considered, one 
will find very little difference between the thera- 
peutic effects of neomycin, aureomycin and 
terramycin, with bacitracin effective only for 
gram-positive coccal infections and in this re- 
spect somewhat inferior to neomycin, aureo- 
mycin and terramycin. On the other hand, a 
large volume of experience with bacitracin in- 
dicates that it has a very low sensitizing poten- 
tial, and for some hemolytic — streptococcal 
infections it will be the antibiotic of choice for 
local treatment. 

6. We agree with Osborne® that the applica- 
tion of these antibiotics in the form of com- 
presses or soaks, used in an aqueous solution, is 
often more effective than their application in 
the form of an ointment preparation. 

As noted previously, the antibiotics have not 
replaced all other therapeutic measures for the 
treatment of cutaneous pyogenic infections. The 
following preparations have a place in the man- 
agement of various types of infections: 

1. Potasstum permanganate (1:g000 to 1:16,- 
000), soaks, compresses and baths. Only freshly 
prepared solution should be used. This is an 
astringent preparation and its drying effect in 
intertriginous sites is desirable. 

2. Silver nitrate (0.1 to 0.2 per cent), applied 
as a compress. 

3. VIoFORM™ ointment (3 per cent) may be 
particularly effective in seborrheic dermatitis 
which is secondarily infected. 

4. Castellani’s paint—particularly for fissures 
between the toes and chronic paronychial lesions, 
especially when there is some question regard- 
ing the possible etiologic role of Candida albr- 
cans and Staphylococcus. 

5. Ammoniated mercury ointment (2 to 5 per 
cent) is one of the traditional remedies for 
cutaneous pyogenic infections. We have prac- 
tically discarded the use of this preparation, but 
it is inexpensive, and under some circumstances 
it may be the local treatment of choice. 








6. Staphylococcus toxoid preparations are used 
in the treatment of chronic and/or recurrent in- 
fections such as recurrent furunculosis, otitis ex- 
terna, impetiginized eczematous dermatitis, and 
chronic paronychia. Many such preparations are 
available; we prefer srapHYLOcoccUs AMBOTOX- 
ow® (Squibb). Directions for administration 
are included with each vial. We think that this 
therapeutic approach is useful in selected cases. 


Summary 


1. The antibiotics have revolutionized the 
therapy of bacterial infections of the skin. 

2. Penicillin continues to be the antibiotic of 
choice for the systemic treatment of acute 
staphylococcic and streptococcic infections. 

3. The broad-spectrum antibiotics, chloram- 
phenicol, terramycin and aureomycin, are very 
useful for the systemic treatment of penicillin- 
resistant, gram-positive coccal infections and for 
certain gram-negative bacillary infections. 


4. When feasible, and providing there is no 
evidence of systemic involvement, use of anti- 
biotics locally is preferable to systemic treatment. 

5- For topical administration, we prefer neo 
mycin, terramycin and aureomycin (with baci- 
tracin as second choice) applied either in the 
form of an ointment or in aqueous solution as 
a compress or soak. 

6. Neomycin, terramycin and aureomycin are 
broad-spectrum antibiotics. Neomycin is not as 
effective for hemolytic streptococcal infections, 
but it is more effective for hemolytic staphylo- 
coccal infections; it is stable and unusually non- 
irritating. 

7. Cutaneous moniliasis may develop follow- 
ing the application of these broad-spectrum anti- 
biotics. Work is in progress to develop a com- 
bination of an antibiotic and a moniliostatic 
agent to prevent this complication. 

8. Antibiotics have not replaced other thera- 
peutic agents, and those in the latter group 
which seem most important have been listed. 


REFERENCES 


1. Livincoop, C. S. and Pirispury, D. M.: Specific sensitivity to 
foods as a factor in various types of eczematous dermatitis 
Arch. Dermat. & Syph. 60:1090, 1949 

2, CaLttaway, J. L. and O’Rear, H. B.: Pyogenic infections of 
skin: Etiologic factor in acute glomerulonephritis of children. 
Arch. Dermat. & Syph. 64:159, 1951. 

3. SuLzpercer, M. B. and Baer, R. L. (ed.): The 1950 Year Book 
of Dermatology and Syphilology. Chicago, The Year Book Pub- 
lishers, Inc., 1951, p. 10. 

4. Mitcer, J. L., Statkin, M. H. and Jounson, B. A.: Evaluation 
of bacitracin in local treatment of pyogenic infections. Arch. 
Dermat. & Syph. 60:106 (July) 1949 

5. Sawickxy, H. H., Pascner, F., Frank, L. and Rosenserc, B.: 
Therapeutic assays of Skin and Cancer Unit of New York Uni 
versity Hospital: Aureomycin hydrochloride ointment. J. Invest. 


26 


Dermat. 15:339 (October) 1950 


6. Osporne, Eart: Personal communication to the authors, January 
1952. 
7. Kice, R. L., Rockwett, E. M. and Scrwarz, JAN: Use of neo 


mycin in dermatology. J.A.M.A. 148:339 (February 2) 1952. 
8. Livincoop, C. S., Nirasena, S., Kinc, W. C., Stevenson, R. A. 
and Mutuins, J. F.: Pyogenic infections treated with neomycin. 
J.A.M.A. 148:334 (February 2) 1952. 
9. Fark, M. S. and ALtenpe, M. F.: The use of neomycin 


n 
dermatology. Permanente Found. M. Bull. 9:75 (July) 1951. 

10. Hu, F. N., Pomerat, C. M., Jonnson, P. and Livincoon, C. S.: 
Tissue culture studies on human skin. IV. The comparative toxic 
effects of antibiotics on tissue culture explants of human skin 
and embryonic chick spleen. Presented at the June 1952 meetin 
of the Society of Investigative Dermatology. 


POSTGRADUATE MEDICINE 


10 
t- 
It. 


ie 


iS 


Superficial Fungous Infections 


GEORGE M. LEWIS, JOHN W. DOUGHERTY 
AND E. MYLES STANDISH 


New York City and Hartford, Connecticut 


— desirability of an etiologic approach in 
the management of infections is appreciated 
more and more by physicians in all branches of 
medicine. Fungous diseases are no exception. 
In fact, as more detailed knowledge of their 
peculiarities becomes available, it is apparent 
that the pattern for the various mycoses is re- 
peated consistently. Thus, for one pathogenic 
fungus, cure may be easily obtained, while for 
another it will always be difficult. In one, only 
a superficial invasion occurs and, in another, 
systemic invasion is the rule. It therefore be- 
comes increasingly important to recognize the 
broad clinical characteristics which individual 
fungi take so that the management of the re- 
sultant disorder may be more exact. The un- 
fortunate consideration of fungous diseases as a 
unit—with the same symptomatology and _ the 
same response to treatment for all—should be 
discouraged. 

Emphasis will be placed on the more common 
organisms; however, for completeness, the more 
unusual organisms and those of doubtful patho- 
genicity will be mentioned cursorily. 

Fungi are microscopic members of the plant 
kingdom. A practical classification of fungi to 
suit the flora in this country is a modification of 
Sabouraud’s arrangement. In this classification 
are: (1) a genus of fungi having small spores, 
in which the elements are found in mosaic ar- 
rangement and in profusion on the surface of 
hairs, known as Microsporum; (2) a genus of 
fungi with large spores in similar arrangement, 
known as Trichophyton and divided into (a) 
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This article is a brief survey of superficial 
fungous infections. The etiologic agent has 
been used as the focal point of discussion. 
The diversity of attack of superficial fungi 
has resulted in some confusion of thought. 
This new approach may help clarify the 
problem. 


ectothrix, a form which produces chains of 
spores external to hair shafts and (b) endothrix, 
a form which invades the hair shaft with the 
formation of spores in linear arrangement. The 
ectothrix organisms are usually pathogenic for 
animals, whereas the endothrix fungi are usu- 
ally not inoculable into animals; (3) fungi in- 
capable of invading the hair follicle, known as 
Epidermophyton, and (4) Monilia (Candida) 
albicans, a yeastlike fungus which causes mon- 
iliasis. Several fungi causing superficial infec- 
tions, and not falling into the above classifica- 
tion, have been grouped under the heading 
“miscellaneous.” 


Microsporum audouini 


Definition—This organism is capable of pro- 
ducing tinea capitis and tinea corporis. Tinea 
capitis is a superficial fungous infection of the 
scalp observed mainly in children before the 
age of puberty. The infection may occasionally 
persist into adult life, but it is unusual for the 
disease to appear then for the first time. 

Symptoms—The condition is characterized by 
a low grade inflammation resulting in the 
loosening and partial loss of scalp hair in patch- 
es, with breaking-off of the infected hair, which 
then loses its luster. The infection is indolent 
and extremely resistant to local treatment. Body 
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lesions are classic “ringworm” in appearance: 
annular, erythematous, scaly plaques with a 
tendency to central clearing. 

Incidence—In ordinary times, in New York 
City, about 4o per cent of all scalp ringworm 
is caused by this organism. In epidemic times 
(New York City 1943 to 1946) 80 per cent and 
more of the cases are caused by M. audouini. 

Mycology—(1) Direct tissue mount: Chains 
of spores are seen in profusion on the surface 
of the infected hairs. (2) Culture: On Sabou- 
raud’s medium, a moderately slow-growing, 
grayish white, flufly growth appears. (3) Filter- 
ed ultraviolet: The Wood light, in which ultra- 
violet rays are filtered to exclude all but those 
rays in the region of 3600° A., will cause this 
fungus to fluoresce bright green. This light is 
an invaluable aid in screening large groups of 
children. 

Immunology—The intracutaneous trichophy- 
tin test may or may not be positive. 

Prognosis—Infections of the scalp due to this 
organism seldom show self cure. A g5 per cent 
or better cure rate with roentgen epilation may 
be expected. Public health measures must not be 
overlooked. Local measures (topical medication, 
careful regular manual epilation, etc.) are un- 
certain but if they are persisted in they may 
bring about a cure. 

Treatment—W hen the diagnosis of tinea capi- 
tis due to M. audouint has been made, x-ray 
epilation of the entire scalp under close and 
expert dermatologic supervision is the most spe- 
cific effective treatment. Cases of M. audouini 
infection of the scalp frequently show con- 
comitant lesions on the glabrous skin. These 
always should be looked for and treated when 
present, lest they should serve as a locus for 
reinfection. 


Vicrosporum lanosum 


Definition—This organism is capable of pro- 
ducing tinea capitis, tinea corporis and, at times, 
tinea of the beard. 

Symptoms—Dealing with an organism out of 
its usual habitat—the normal hosts are young 
animals—a more inflammatory response _ is 
noted. Tinea capitis caused by this organism 


will exhibit all grades of inflammatory re- 
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sponse—from an indolent scaly patch in the 
scalp impossible to distinguish from that pro 
duced by M. audouini to a localized, boggy, 
granulomatous mass (kerion). When 


pustular, 
the nonhairy skin is involved the lesions tend 
to be circinate with an elevated border and 
clearing center. If untreated, new lesions con- 
tinue to form. In highly susceptible individuals, 
dozens or even hundreds of lesions develop. 

Incidence—In normal times about 4o per cent 
of cases of scalp ringworm in New York City 
are caused by this organism. 

Mycology—(1) Direct mount: Chains of 
spores are seen external to the hair shaft. The 
picture is the same as that for M. audouint. (2) 
Culture: The growth is moderately fast. A 
downy fluff appears, around and below which 
there is a definite yellow tint to the culture 
medium. (3) Differential diagnosis: The main 
organism to exclude is M. audowini. On culture, 
M. audouint has a slower growth rate, the young 
colony is white rather than yellow, and the ap- 
pearance of the culture under the Wood light 
is dull and mouse gray rather than bright blue 
and pink, as is the case with M. lanosum. Fur- 
ther help in the differentiation may be gained 
from a microscopic study of culture material. 
M. lanosum shows many more fuseaux (large 
oat-shaped reproductive spores) than does M. 
audouint. 

Immunology—The intracutaneous trichophy- 
tin test is almost invariably positive, at times 
vigorously so. 

Prognosis—The outlook for spontaneous cure 
is good. It would appear that the inflammatory 
response of the skin is instrumental in extrud- 
ing the affected hairs. 





Treatment—For the inflammatory cases, al- 
most any antiseptic in a mild form is acceptable. 
However, in the occasional obstinate case, x-ray 
epilation may be required. The same public 
health measures should obtain as for a case of 
tinea capitis due to M. audowini. In addition, 
lesions of the glabrous skin must not be over- 
looked. These lesions closely resemble those 
caused by M. audouini. We have also observed 
a few cases of tinea of the adult male beard 
caused by this micro-organism. This condition 
may closely resemble ordinary pyogenic folli- 
culitis, but differentiation is possible (1) by the 
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site involved—upper lip in pyogenic infections, 
just below the jawline in tinea barbae—and (2) 
by culture. Hairs are easily removed manually 
in fungous infections but resist epilation in bac- 
terial folliculitis. Hot, wet compresses and a 
fungicidal ointment are the treatments of choice. 


Vicrosporum fulvum 


M. fulvum causes an unusually severe inflam- 
matory type of tinea capitis, typically with only 
one boggy plaque. It is rarely seen in the United 
States except in seaports. The condition is self 
curing in about one month. 


Trichophyton gypseum (ectothrix) 


Definition—This organism is one of the com- 
mon causes of dermatophytosis (athlete's foot). 
In addition it may cause tinea unguium (nail 
substance invasion), tinea barbae and_ tinea 
corporis. 

Symptoms—In dermatophytosis, all stages of 
inflammatory response may be seen. The major- 
ity of vesiculobullous cases of dermatophytosis 
are caused by this organism. The eruption is 
usually confined to the interdigital webs, the 
sides of the toes and the soles. Long-standing 
infections may invade the nails, producing the 
classic picture of thickening, yellowing, opaque- 
ness and increased friability. A strain of this 
organism is the most common cause of tinea 
barbae. Tinea corporis caused by T. gypseaum 
usually consists of spreading erythematous 
plaques, often containing pustular elements. 

Incidence—It is stated that up to 85 per cent 
of the population have or have had dermato- 
phytosis. 7. gypseum along with T. purpureum 
(vide infra) cause the bulk of these infections. 
The other eruptions due to T. gypseum are 
seen only occasionally. 

Mycology—(1) Direct mount: Mycelium is 
seen as a pale green septate thread when the 
infected keratin layer of the skin is dissolved in 
a warm 15 per cent solution of potassium 
hydroxide and examined under the microscope. 
In nail substance prepared in the same manner, 
spores are seen as small, refractile, ovoid bodies 
arranged in chains. (2) Culture: Several varie- 
ties are seen, the most common being a fast- 
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growing white fluff. A granular type is usually 
found from beard infections and severe in- 
flammation of the feet. (3) Differential diag- 
nosis: T. purpureum (vide infra) must be ex- 
cluded. T. gypseum has a much faster rate of 
growth on culture, rarely produces pigment and 
has a more luxuriant aerial growth. Blastomyces 
dermatitidis may strongly resemble the fluffy 
variety of T. gypseum on gross examination of 
the culture. 

Immunology—T. gypseum produces a mark- 
ed allergic response in most patients. It is this 
organism which is found in the primary site of 
patients who have a dermatophytid. The latter 
is an acute vesiculobullous eruption usually 
seen on the palms and on the sides of the fingers 
following an inflammatory fungous infection 
elsewhere, usually on the feet. It is not too un- 
common although probably diagnosed too often. 

Prognosts—Under appropriate treatment, the 
prognosis of an individual attack is good. How- 
ever, wide dissemination of the organism pre- 
disposes to reinfection. Reinfection or relapse is 
common. 

Treatment—Dermatophytosis should be treat- 
ed with wet normal saline or weak potassium 
permanganate soaks when the vesiculobullous 
type is present. After the acute phase has passed, 
keratolytic fungicidal preparations may be used. 
We have found that 2 per cent salicylic acid and 
4 per cent benzoic acid in 70 per cent alcohol 
fulfill these criteria and lack the disadvantages 
of ointment preparations. Patients with an un- 
usual susceptibility, possibly denoting lack of 
ability to produce immune bodies, have usually 
done well on a prophylaxis consisting of daily 
applications of a powder containing 2 per cent 
boric acid and 2 per cent thymol in talc. X-ray 
therapy in fractional dosage sometimes helps. 
This is for the dermatologist only. The nail 
disease is not so resistant to therapy as are those 
due to T. purpureum. The most effective rem- 
edy is thorough debridement of infected nails 
and application of a strong keratolytic such as 
5 per cent fresh chrysarobin in collodion. Re- 
moval of the nail is recommended only if one 
or two nails are involved. Prophylactic measures 
include daily use of the powder already men- 
tioned, avoidance of infected carpets and shower 
floors, ete. 


29 








Trichophyton purpureum (rubrum) 


(ectothrix) 


Definition—Together with T. gypseum, this 
fungus causes the majority of cases of dermato- 
phytosis. It also frequently attacks the nails, 
crural area, palms and occasionally isolated 
patches of the glabrous skin. 

Symptoms—The lesions are characteristic in 
their rubor-like color, their indolence and their 
exquisite chronicity. The entire sole and mar- 
gins (the so-called “moccasin” area) are often 
involved. The lateral surfaces of the toes and 
interdigital webs present minimal involvement. 
Invasion of the nails, which is more common 
than with any other fungus, shows a more in- 
dolent and chronic infection than that of T. 
gypseum. It is common to see involvement of 
one palm only. Crural infection may involve the 
entire bathing-trunk area, presenting a sharply 
marginated, slightly edematous border with 
central fading, and accompanied by marked 
pruritus. 

Incidence—Along with T. gypseum, T. pur- 
pureum causes go per cent of the cases of der- 
matophytosis. The percentage of invasion by 
T. purpureum increases in summer and is most 
common in the southern United States. 

Mycology—(1) Direct mount: The micro- 
scopic picture of a potassium hydroxide prep- 
aration of keratin containing T. purpureum is 
indistinguishable from that of T. gypseum. 
(2) Culture: A moderately fast-growing, fluffy 
white growth soon shows the characteristic deep 
purple growth in the adjoining culture medium. 
(3) Differential diagnosis: The organism to ex- 
clude is T. gypseum. The pigment production, 
slower growth, central umbo and scantier aerial 
growth indicate T. purpureum. 

Immunology—Fifty per cent of the cases ex- 
hibit the immediate wheal reaction—a hivelike 
lesion which appears within 5 to 15 minutes at 
the site of injection of trichophytin. 

Prognosis—Following the general rule for 
fungous diseases, the less the inflammation the 
more difficult the cure. Long-continued treat- 
ment is necessary to eradicate the organism. 
The nail disorder is very difficult to handle 
when T. purpureum is the cause. 

Treatment—Because of the lack of inflam- 
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mation, it is usually possible to begin with a 
strong keratolytic and fungicidal preparation. 
Ointments up to full-strength Whitfeld’s in 
activity range are suggested. It is desirable to 
institute prophylaxis as outlined under T. gyp- 
seum. The infected nails require partial evul- 
sion and the application of potent salves and 
lotions, often under adhesive plaster. 


Trichophyton (Achorion) schoenleini 
(endothrix) 


Definition—This is the cause of favus, a type 
of tinea capitis common in Europe which may 
persist into adult life. The organism invades 
the hair shaft proper and may invade the 
glabrous skin, nails and beard. 

Sym ptoms—Characteristic sulfur-colored, cup- 
shaped crusts are seen scattered over the scalp. 
If ignored, there may eventually be spontaneous 
cure, but atrophic patches with alopecia remain. 
It is important to remember that occasionally 
a diffuse erythema and scaling of the scalp may 
be the only signs of favus. Persistent cases of 
supposed seborrhea should be cultured for T. 
schoenleini. On the glabrous skin, crusts not 
unlike those characteristic for the scalp may 
develop. At times the picture is that of classic 
ringworm. The nail invasion resembles that of 
T. gypseum. 

Incidence—Approximately 5 per cent of cases 
of ringworm of the scalp seen in New York 
City are caused by T. schoenleini. 

Mycology—(1) Direct mount: Large spores 
and air vacuoles are seen within the hair shaft. 
This picture is diagnostic for T. schoenleini. 
(2) Culture: Growth is slow, compact, uneven 
and waxy and grows down into the culture 
medium. (3) Differential Other 
fungi commonly seen should be excluded. 


diagnosis: 


Immunology—Most patients with favus ex- 
hibit negative trichophytin reactions. 

Prognosis—Unless treated, favus will persist 
for months or years. 

Treatment—For favus of the scalp, epilation 
by means of roentgen rays is the best treatment 
(this is a delicate procedure to be undertaken 
only by a dermatologist who has had special 
training). Glabrous skin and nail involvement 
are treated as those of T. gypseum. 
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Trichophyton violaceum (endothrix) 


Definition—In this rare mycosis, the scalp 
hair is invaded and weakened, breaking off 
close to the scalp. 

Symptoms—Noninflammatory patches appear 
on the scalp producing so-called “black-dot” 
ringworm. This is caused by the hairs being 
broken off close to the surface of the scalp. 
Rare. 

Mycology—(1) Direct mount: Spores in 





Incidence 


chains of large size in the hair shaft. (2) Cul- 
ture: Slow-growing, compact growth with char- 
acteristic violaceous color. 

Immunology—A_ negative reaction to tri- 
chophytin is usual. 

Prognosis—Not favorable without treatment. 

Treatment—Roentgen epilation with careful 
postradiation follow-up is the only procedure 
with any hope of success. 


Trichophyton crateriform; Trichophyton 
sulfureum (endothrix) 


Definition—In these endothrix infections the 
clinical manifestations are various and often 
obscure. 

Symptoms—As a cause of tinea capitis, the 
expression may be similar to seborrheic dermati- 
tis with slight inflammation and ill defined loss 
of scalp hair. There is no fluorescence under 
the Wood. light. These fungi may also cause 
glabrous skin infections of diverse types. 

Incidence—It has recently been observed more 
frequently in the southern United States. 

Mycology; immunology; prognosis; treat- 
ment—Similar to T. violaceum. 


Epidermophyton inguinale (floccosum) 


Definition—This organism most commonly 
causes an infection of the upper inner surfaces 
of the thighs. It sometimes invades other inter- 
triginous areas as well as the soles. 

Symptoms—The eruption is well marginated, 
the surface is scaly and the border shows mi- 
nute vesicopustules. There is little or no tendency 
toward central clearing of the patches. The rash 
is usually bilaterally symmetric and may extend 
from the pubis to the sacrum. Hair follicle in- 
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volvement is unknown. We have never found 
E. inguinale in nail tissue. Under the same 
regimen as prescribed for tinea cruris due to 
T. purpureum, the infection usually responds 
readily. 


Candida (Monilia) albicans 


Definition—The manifestations of this or- 
ganism may be cutaneous (localized or gener- 
alized) or systemic (pulmonary). 

Symptoms—The localized eruptions include 
maceration of the angles of the mouth, the 
finger webs, inframammary folds, axillae, um- 
bilicus, inguinal and intergluteal folds, darken- 
ing and splitting of the nail edges, chronic low 
grade paronychia, as well as eczematous patches 
on smooth skin. Thrush and smooth tongue are 
also caused by this organism. The generalized 
type includes any or all of the preceding mani- 
festations mentioned, with the additional in- 
volvement of the scalp and eyelids. 

The organism is a saprophytic inhabitant of 
the vagina and intestinal tract. The percentage 
of patients with positive stool cultures increases 
with age. The newer broad-spectrum antibiotics 
have been reported to show a growth-stimulat- 
ing factor to the organism in vitro. This fact 
coupled with the destruction of competing bac- 
teria in the intestinal tract has led to long- 
standing, severe cases of moniliasis, especially 
perianally and in the vagina. 

In intertriginous regions the organism pro- 
duces a macerated, bright red sheet of erythema 
with small satellite pustules. 

Mycology—(1) Direct mount: A tangled net- 
work of fine mycelium with spores in clusters 





is seen. (2) Culture: The organism is easily 
cultured—so easily, in fact, that it would appear 
that other micro-organisms are inhibited by M. 
albicans. It is a wet, pasty, cream-colored and 
vacuolated growth. The growth penetrates the 
agar, and in old colonies will split the medium. 
(3) Differential diagnosis: Cryptococci (Torula ) 
may resemble M. albicans grossly but do not 
develop mycelium. Other fungi in the Monilia 
group may be distinguished from M. albicans 
by the absence of chlamydospores when grown 
on cornmeal-agar medium. 

Immunology—The o1viomycin® test has no 
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practical value in the diagnosis of infections due 
to M. albicans. 

Prognosis—Moniliasis in any form may be 
the first manifestation of diabetes mellitus. The 
local varieties usually respond to local treatment 
but relapse is common. It is difficult to eradicate 
the organism from the intestinal tract. When 
the infection is generalized the prognosis should 
be reserved; in systemic involvement the out- 
come may be fatal. 

Treatment—Aqueous solution of gentian vio- 
let, potassium permanganate solution dressings 
and 5 per cent ammoniated mercury ointment 
are all effective local remedies. Prolonged im- 
mersion in water should be avoided in monilial 
paronychia. X-ray treatments in small weekly 
doses are of great help in paronychia. As pre- 
viously stated, the organism is extremely re- 
fractory to treatment when in the gastroin 
testinal tract. It is not considered necessary to 
treat this in most cases. A trial of potassium 
iodide should be given when a systemic in- 
vasion is apparent. As a prophylactic measure, 
AUREOMYCIN® as a remedy for bacterial or viral 
infections should be given to older patients for 
only a limited time. 


Valassezia furfur 


This 


which presents yellowish brown macules on the 


organism produces tinea versicolor, 
trunk. When the lesions are scraped, a fine 
scale is discernible. The lesions fluoresce under 
the Wood light. A potassium hydroxide prep- 
aration readily reveals spheric or ovoid spores 
in groups or clusters. There is no general agree- 
ment that the organism has been cultured. A 
saturated aqueous solution of sodium hyposul- 
fite applied after a daily bath will rapidly cure 
the disorder. All organisms must be destroyed 
or recurrence is the rule. 


Vicrosporum minutissimum 


Erythrasma is the condition produced by this 
fungus. It consists of superficial scaly plaques, 
well demarcated from normal skin by a red 
border. The lesions are localized to the axillae 
and groins. Under the Wood light, a coral pink 
fluorescence is seen. The organism is seen by 
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adding methylene blue to a potassium hydroxide 
preparation, appearing as short, branching fila- 
ments and small spores. The oil immersion 
lens should be used. The treatment of the con 
dition is the same as for tinea versicolor. 


Endodermophyton tropicale 


This organism causes tinea imbricata, a dis- 
ease almost exclusively confined to the tropics. 
The clinical picture is one of massive plaques 
consisting of concentric scales. Pruritus is in- 
tense. Strong keratolytics such as 5 per cent 
chrysarobin ointment are required. The dis- 
order is difficult to cure. 


Trichosporon bigelii: Piedraia 
I ; 


hortai 


These organisms cause piedra (tinea nodo- 
sa), an infection of hairs of the scalp and beard. 
T. bigelii causes so-called white piedra, and P. 
hortat causes the black variety. Tiny, hard 
nodules are seen adhering to the hair. The dis- 
ease is rarely found in the United States. It 
must be differentiated from nits of pediculi and 
from lepothrix (vide infra). The lesions are 
cured by shampooing, followed by application 
of a solution of bichloride of mercury 1:2000. 


Nocardia tenuis 


The fungus causes a quiescent involvement 
only of the axillary and pubic regions known 
as lepothrix. Firm concretions are also seen ad- 
herent to the hairs. Microscopic differentiation 
from Piedraia is not difficult. The treatment is 
shaving followed by a fungicidal ointment. 


Hormodendrum pedrosoi. Hormodendrum 
compactum, Phialophora verrucosa 


These similar organisms cause chromoblas- 
tomycosis, a disease mainly of the tropics which 
has been rarely observed in this country. The 
eruption is characterized by erythematous nod- 
ules, almost always on the legs or feet, which 
later develop verrucous masses. These may go 
on to coalescence, producing large, cauliflower- 
like growths. No case of internal metastasis has 
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been recorded. Small areas may be destroyed by 
electrodesiccation. Sodium iodide orally and 
copper sulfate by iontophoresis have also been 
used successfully. 


Aspergillus fumigatus 
pers g 


This organism has been frequently listed as a 
cause of otomycosis. Dermatitis involving the 
external auditory canal has a mixed and dis- 
puted etiology. The evidence that fungi play a 
role in external otitis is tenuous at best. Whether 
the positive cultures which have been reported 
are only cultures of contaminants or are sec- 
ondary invaders has not yet been resolved. 
Atopic eczema, seborrheic dermatitis, psoriasis 
and streptococcal dermatitis must be ruled out. 


Gentle irrigations with warm saline, 1 per cent 
aqueous gentian violet or 1 per cent silver nitrate 
are advisable. 


Pityrosporum ovale 


This organism has been linked with seborrheic 
dermatitis and dandruff. Cultural difficulties 
have hindered accurate delineation of its role 
in the etiology of seborrhea. The fungus has 
been found (by direct mount) as frequently on 
normal scalps as on seborrheic scalps. Inocula- 
tion experiments, however, have produced a 
seborrhea-like picture on the skin. The exact 
role of P. ovale in seborrhea is therefore as yet 
unsettled. 
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The Management of Acne Vulgaris 


ROBERT L. DAY* AND NELSON PAUL ANDERSON ** 


Bakersfield, California, and University of Southern 


California Medical School, Los Angeles 


pes successful management of acne vulgaris 
during adolescence is of the greatest impor- 
tance in the prevention of both cosmetic and 
psychic scars. 

The diagnosis of this disease is admittedly 
simple, and for this reason too little time is 
spent in taking a history and performing a com- 
plete physical examination. Unless these meas- 
ures are done, along with appropriate laboratory 
tests, when indicated, the physician will fail to 
make a correct appraisal of the interacting fac- 
tors which produce the final disease process. The 
primary pathologic lesion is similar in all, but 
in each case there are contributory factors of 
various types and varying degrees. 

The average physician has available prac- 
tically all the therapeutic agents of the der- 
matologist, with the possible exception of roent- 
gen therapy. It is the purpose of this article to 
point out the ways and means of utilizing these 
agents to achieve a reasonably successful result 
in all but the most severe types of the disorder. 


History 


For adaptability to office records of various 
kinds, this outline is presented: 

1. Family background—Determine acne tend- 
encies in parents and siblings. These facts are 


*BAKERSFIELD, CALIFORNIA. 


**CLINICAL PROFESSOR OF DERMATOLOGY, UNI 
VERSITY OF SOUTHERN CALIFORNIA MEDICAT 
SCHOOL, LOS ANGELES, CALIFORNIA, 


It is the authors’ purpose to present a prac- 
tical approach to the treatment of acne vul- 
garis. This necessarily leads the physician to 
a diligent search for the pathologic processes 
in the individual case. Therapeutic sugges- 
tions are offered which, if properly utilized, 
should result in improvement in the majority 
of such patients. 
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chiefly prognostic for severity and time of spon- 
taneous clearing. 

2. Infancy and preadolescent years—Did gen- 
eral development indicate any glandular defi- 
ciencies? Was there a susceptibility to infectious 
diseases? 

3. Primary complaint—At what age did acne 
begin? Was the onset preceded or accompanied 
by comedones? Which areas were primarily 
affected, and how has the disease progressed? 
Have other signs of puberty occurred? What 
was the occupation of the patient at inception? 
Are there any special habits, especially relating 
to exposure to oils, tars or halogens? Are the 
lesions traumatized ? 

4. Dietary habits—general diet tendencies. Do 
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particular foods cause exacerbations? If lesions 
are pruritic and occur suddenly, consider spe- 
cific allergenic substances. 

5. Bowel habits—response to urge. Occur- 
rence of constipation and therapy employed. 

6. Personal hygiene—cleansing methods. Use 
of creams or oils (hair). 

7. Endocrine—symptoms or signs of imbal- 
ance or deficiency of gonads, adrenals, thyroid 
or pituitary. Diabetes. Flareup with menses. 

8. Emotional—Determine as a cause in an 
adult, especially if lesions are excoriated. Possi- 
ble psychic effects of acne in the adolescent. 

g. Foci of infection—Question by systems. 

10. Drugs ingested—Specifically, inquire as to 
use of bromides, iodides, laxatives, ACTH and 
BANTHINE.© 

11. Former treatment and effects—both em- 
piric and supervised. Especially, has roentgen 
therapy been employed? 


Physical Examination 


The presence of acne vulgaris as the present- 
ing complaint does not contraindicate a general 
physical examination on the assumption that 
the process is entirely local. It is generally ac- 
cepted at present that the hormonal changes 
associated with maturation are the most prob- 
able etiologic factors. Hence the examination 
should proceed with this idea in mind. 

1. Body type—more severe acne in angular 
females and virile males; probably because of 
preponderance of androgens and/or related sub- 
stances. 

2. Endocrine. 

a. Thyroid—signs of early cretinism. Pres- 
ence of hypothyroid state as evinced by dry skin, 
lusterless hair and brittle nails. 

b. Gonads—development of breasts and ex- 
ternal sex organs. Pubic hair conformation and 
disposition of fat. 

c. Adrenals—masculinizing signs; pigmen- 
tation; blood pressure and pulse rate. 

3. Chest—as focus of infection, especially 
tuberculosis. 

4. Skin in general—presence of an oily skin, 
including scalp. Signs of vitamin deficiency. 
Keloidal tendency; abnormal follicular keratini- 
zation. 
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5. Lesions of acne. 

a. Presence of comedones. If so, are they 
single and simple? If there are many of the 
double type, the acne is often severe and ends 
in scarring. Determine the shape of the plug 
(worm or beet-shaped) and note the ease of 
expression. 

b. Classify eruption—predominantly — ery- 
thematous papules, papulopustules, pustules or 
cystic lesions. 

c. Scarring—severity; atrophic or hyper- 
trophic (keloids). Evidence of picking and ex- 
coriation. 

d. Areas of predilection—usually face, chest 
and back. Possible effect of leaning on hand by 
predominance over jaw line and sides of face. 
Tendency to seborrheic areas. Evaluate distri- 
bution related to contact with wools or furs or 
materials used in occupation. 

At this point it is advisable to summarize the 
pathologic data, some of which will require 
further investigation by laboratory procedures, 
and some of which may be conclusive enough 
to warrant therapy. 


Laboratory Examination 


A complete blood count should be done rou- 
tinely in all patients with acne. An untreated 
anemia is often a contributory cause of thera- 
peutic failure. The presence of a suppurative 
process accompanied by little or no rise in leu- 
kocytes may be an indication for antibiotics. On 
the rare occasion when determination of the 
sedimentation rate is indicated and the rate 
shows elevation, a diligent search for a focus of 
infection, notably tuberculosis, should be done. 

Disturbances of the thyroid gland, especially 
hypothyroidism, must be considered when 
either the history or physical signs are sugges- 
tive. Blood iodine determinations, when avail- 
able, are valuable; otherwise, reliance must be 
placed on the basal metabolism rate. 

Histologic examination of a biopsy specimen 
is rarely indicated in the ordinary case of acne, 
and then only to rule out tuberculosis. 

Determination of circulating or urinary gon- 
adal hormones seems of little practical value in 
the light of our present knowledge, although 
most authors agree that alterations in these are 
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found in most patients with acne. More will be 
said on this in the section on hormona: therapy. 


Individualizing Therapy 


The average patient with any type of acne 
vulgaris is most cooperative, and usually insists 
that his parents accompany him on the initial 
visit. The physician who can’t be bothered by a 
case of “pimples,” or who advises the patient 
that the disorder is one which will be out- 
grown, is shirking his duty and thoughtlessly 
undermining his practice by neglecting his 
future patients and denying the wishes of their 
parents. The combination of a logical therapeu- 
tic approach and a patient who will carry out 
such therapy will invariably lead to at least some 
degree of improvement. The following sugges- 
tions for treatment are intended to counteract 
the pathology which has been determined by 
history, physical examination and_ laboratory 
data. It is advisable to give written instructions 
on the procedure so that no doubts exist. 


Local Therapy 


Cleansing is probably the single most effec- 
tive home treatment, if thoroughly done. The 
primary intent is to unplug the follicles; this is 
accomplished by removal of excess keratin and 
sebum. A copious lathering is advisable at least 
twice daily and even oftener under conditions 
that tend to increase sebaceous secretion. Ordi- 
narily the lather is rinsed off, but a more mark- 
ed drying of the skin can be accomplished by 
allowing the soap to dry on the face and re- 
moving the excess with a blunt instrument such 
as a tongue blade. 

The usual commercial soaps are adequate. 
Astringent effects are increased with sulfur 
soaps.* A sulfur-containing soap cream,** mas- 
saged into the skin before the addition of water 
and lathering, seems especially effective for the 
removal of comedones. Antiseptic soaps, notably 
those with hexachlorophene, if used often, help 
to prevent self inoculation that occurs from 
spreading the purulent material in severely sup- 
purative forms. 


*cosMmasuL® (Cosmata, Inc.); acne amw® (Steifel). 
**corto suL® (Crookes Laboratories, Inc.). 
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If the sebaceous secretion approaches the 
viscosity of wax, preliminary use of a fat solvent 
wiped on with gauze enhances the fat-emulsi 
fying action of soap. The following prescription 
will suffice, the acetone being increased in the 
more severe cases. 

It 1 
Acetone 
70%, alcohol aa 


Sig.: To sponge off face before washing 
Avoid the eyes 


Complexion brushes and abrasive soaps con- 
indicated when 


keratinization seems responsible for follicular 


taining pumice are excess 
occlusion. 

Lotions are used primarily to produce peel- 
ing and to depress the sebaceous apparatus. 
Selection of the proper one depends on thera- 
peutic efhicacy, frequency of application re- 
quired, appearance on skin, degree of oiliness 
of patient’s skin, mechanics of application and 
ease of removal. If compounded, it is advisable 
to begin with conservative amounts of the 
active ingredients and to increase them if no 
results are obtained and if the patient exhibits 
no apparent allergic reaction. Patients will not 
use medicaments which are noticeable during 
hours of social contact. 

Sulfur in some form is the basis for most 
lotions. Its pharmacologic actions are depression 
of the sebaceous secretion and a mild antiseptic 
effect. Refinements in its use have occurred in 
the development of colloidal and combined 
forms which are effective.* Sulfur compounds 
in wetting agents** increase their penetrability. 
Resorcin is frequently combined with sulfur in 
lotions, as is salicylic acid, the latter chiefly for 
its keratolytic action. A typical prescription is: 


Sulfur 2-10 
Resorcin 2-10 
Calamine lotion q.s. 
Sig.: Locally to affected areas after washing 


For peeling effect: 


R 3 
Salicylic acid 2-5 
95 alcohol to dissolve 


Added to Rt 2 


*pERMA-SULF® 214-5 (Carroll Dunham Smith Company). 


**INTRADERM suLFUR® (Wallace Laboratories, Inc.). 
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Such preparations as RB 2 and If 3 are conspic- 
uous, and hence their use should be limited 
to retiring. If daytime medication seems _ re- 


quired, derma-sulf 2-5°%, or intraderm sulfur 
may be used and cannot be detected. Irritation 
in the nasolabial folds may occur early from 
such intensive treatment. This subsides within 
two to three weeks when the medicaments are 
diluted temporarily or used less often. 

Ointments of an oily or greasy nature have 
little use in the therapy of acne; however, 
Belisario’ feels that a more intimate application 
of the active ingredients is obtained with some 
softening action on the keratin plugs. Our ex- 
perience seems to be a total increase of come- 
dones with follicular plugging and a heighten- 
ing of the suppurative processes. The so-called 
water-soluble or greaseless creams containing 
sulfur and/or resorcin will satisfy the patient 
who complains of the drying effect of lotions; 
they are not conspicuous and thus can be used 
daily when it seems necessary. There are a num- 
ber of commercial preparations of this type* 
which are tinted with a flesh-colored pigment 
which also helps in masking the lesions. The 
possibility of sensitization to the ingredients, 
especially to resorcin, should be kept in mind. 
Most female patients will welcome the cosmetic 
effect of such preparations. 

Estrogenic creams** have their advocates in 
the hormonal approach to acne. Shapiro* re- 
ported excellent results in the treatment of pre- 
viously refractory patients by daily application 
of about 2 gm. of a preparation containing 2.5 
mg. of an estrogen per gram. Our results have 
not been as encouraging and we feel that the 
local use of female hormones should be reserved 
for the patient with obvious androgen-estrogen 
imbalance in whom no improvement has been 
obtained with the usual methods. Commercial 
hormone creams have an effective concentra- 
tion of estrogens below therapeutic require- 
ments for acne. 

Kurtin and Yontef* advocated the daily use 
of a photosensitizing ointment containing crude 
coal tar and sulfathiazole. This preparation was 
publicized by the lay press as “black magic.” 


® (Smith, Kline 


(Texas Pharmacal Company). 


*ACNOMEI French Laboratories); suLrorcin Base ® 


**pREMARIN CREAM® (Ayerst, McKenna & Harrison, Ltd.). 
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Belisario' repeated their work on a limited num- 
ber of patients and confirmed their results, find- 
ing irritation paradoxically low. We have had 
no experience with this medicament, but include 
it since so many patients will inquire about it. 
We suggest that it may be reserved for the 
patient requiring specialized attention. Most 
dermatologists are hesitant about using two such 
sensitizing agents as coal tar and sulfathiazole. 

Seborrhea of the scalp is frequently an ac- 
companiment of acne. If seborrhea is present it 
should be treated. Short haircuts and frequent 
shampoos may be adequate for boys, accom- 
plishing both the removal of the excessive oili- 
ness and the prevention of the mechanical con- 
tact of the hair with the face. For the more 
severe cases a suspension of selenium sulfide* is 
used as a shampoo. Its potential toxicity re- 
quires careful instructions as to its method of 
use and it seems contraindicated in the presence 
of multiple scalp abrasions. Scaling of the scalp 
can be relieved by daily application of an anti- 
septic lotion such as: 


R 4 
Monoacetate of resorcin 4.0 
Tincture cantharides 7.5 
Tincture Capsicum 3.0 
Mercury _ bichloride O.1 
70% alcohol q.s. ad 120.0 


Sig.: Part hair every half-inch and apply to 
scalp with medicine dropper 
Avoid the eyes 


Strict avoidance of hair oils and greases or bril- 
liantines is essential. 

Minor surgery has definite uses and indica- 
tions in the therapy of acne, and its proper 
application will greatly minimize scarring and 
may mean the difference between success and 
failure. Removal of comedones should be done 
after one or two months of treatment, espe- 
cially if they do not seem to be responding to 
local measures. Expression will usually be en- 
hanced by prior cleansing of the areas with 
the acetone-alcohol prescription (RB 1). Heavy 
pressure should be avoided in attempting to 
remove the deeper comedones, as the resulting 
local necrosis may lead to cyst formation. If it 
is noted that the comedo plugs tend to be 
cigar-shaped, a tiny nick in the follicular keratin 
collar with a Bard-Parker No. 11 blade will 
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allow easy expression. This procedure is blood 
less, nonscarring and minimizes the pain of 
expression. It should be mentioned again that 
regulated use of abrasive soap will lessen the 
occurrence of this type of occlusion. Reference 
should be made to any photomicrograph of a 
comedo to visualize the theory of this approach. 

Surgical incision and drainage of fluctuant 
suppurative lesions are indicated. Patients will 
squeeze them anyway, producing new lesions 
or spreading the old. Also, a clean apical incision 
with a sharp scalpel will leave a much more 
insignificant scar than the jagged opening pro 
duced by increasing internal pressure until the 
contents are forcibly extruded. Incisions should 
he parallel to the lines of cleavage of the skin. 
Sulzberger and Baer advocate the local injec 
tion of an aqueous solution of crystalline peni 
cillin (10,000 units per cubic centimeter) into 
cystic and recurrent lesions. One of us (R.L.D.) 
used this method extensively for pyogenic acne 
lesions occurring in the tropics in World War 
Il and found it very beneficial. Further surgery 
is seldom needed unless fluctuation is present. 
The pain of injection is lessened by adding 
equal parts of procaine solution (0.5 to 1 per 
cent) immediately before use. 

Frankly cystic lesions whose contents are 
either sebaceous or keratinous will not dis 
appear on simple drainage or local injection of 
penicillin; the sac must be removed or destroyed 
by one method or another. Complete surgical 
excision is to be reserved for those uncompli- 
cated cystic lesions in which scarring is incon- 
sequential (back, chest, scalp and ear lobes). 
Nearly all uninfected cysts can be obliterated by 
making a 0.5 cm. incision at the apex and ade 
quately expressing the contents. The floor of 
the sac is then grasped with a mosquito forceps 
and usually the entire sac can be removed 
through the incision. The cavity is irrigated 
with 1 to 2 cc. of 234 per cent tincture of iodine 
and a pressure dressing is applied. The resultant 
small scar is seldom objectionable by compari- 
son with the former cyst. Some physicians advo- 
cate electrodesiccation or coagulation, and in 
their hands it is undoubtedly successful. A 
variant of this approach may be used on the 
small noninflammatory cystic lesions occurring 
about the chin. An ordinary source of high fre- 


quency current is used. An electrolysis needle 
is plunged into the center of the cyst and short 
bursts of low intensity current are applied until 
blanching just begins about the needle. Very 
little pain results and an anesthetic usually is 
unnecessary. Scarring is minimal; a tiny pit not 
unlike a normal follicular opening results. 

Ultraviolet light from the hot or the cold 
quartz generator is beneficial in the relief of 
acne, as evinced by the usual summer improve- 
ment of these patients. The result is due to the 
peeling effect, and possibly to the so-called tonic 
and antiseptic action of ultraviolet light. The 
exposure time necessary for an erythema dose 
for each machine must be accurately determined 
at a fixed distance of 18 to 24 inches. A mild 
erythema dose is given one or two times weekly, 
depending on the amount of peeling, gradually 
increasing the time as the skin tolerance in- 
creases. Improvement from this type of therapy 
is often temporary and other measures must be 
supplemented to insure control of the process. 

Roentgen therapy is being used less and less 
as knowledge increases concerning the treatment 
of acne. We feel this conservatism is wise, al 
though when used by qualified specialists this 
method seems entirely without ill effects. The 
present consensus still dictates this as probably 
the most effective single modality of treatment. 
Its indications are: persistence of acne over 17 
years of age; severely scarring, active process 
(roentgen therapy does not increase scars), and 
failure of the usual measures. 

Cryotherapy is employed for improvement in 
appearance of the pitting following relief of the 
active process. A 5 cm. ball of powdered solid 
carbon dioxide is tightly incased in 3 to 6 layers 
of gauze and dipped in acetone just before use. 
This is drawn rather quickly across the areas 
with light pressure, producing a_ superficial 
freezing and subsequent exfoliation. Conserva- 
tive applications are done at first, increasing 
the time and pressure each week as the confi- 
dence of the operator increases and the patient's 
skin becomes more tolerant. 

Keloids may be reduced by local application 
of a carbon dioxide pencil. 

The therapy of acne should not be left with- 
out considering a few of the “don’ts” that tend 
to aggravate the disease. 


POSTGRADUATE MEDICINE 








Scrupulous avoidance of picking and squeez- 
ing is foremost. These habits are often compul- 
sive, and parental guidance may be necessary 
to dislodge them. 

Mild exercise not attended by excessive sweat- 
ing seems beneficial in promoting the general 
health of the patient. Outdoor swimming is 
probably the best of these and also provides the 
beneficial effects of exposure to sunlight. Sams” 
has statistically proved the higher incidence of 
all skin diseases in warm, moist climates, ap- 
parently due to the lack of evaporation of per- 
spiration and resulting upset water balance of 
the skin; hence recommendations concerning 
activity should be given with this in mind. 

Fatigue is to be avoided; Stokes and Stern- 
berg® correlated the exacerbations associated 
with strain especially of a nervous type. Others 
have noted more rapid healing when rest is 
adequate. 


Systemic Factors 


Dietary recommendations have been so varied 
that one cannot competently judge which really 
is best. Routine elimination of chocolate, nuts 
and cheese is generally accepted. In general, the 
fewer foods the adolescent must avoid and still 
achieve improvement of his eruption the more 
likely he is to cooperate. A liberal diet with a 
preponderance of proteins seems advisable for 
its effects of increasing metabolism and depress- 
ing bacterial activity on the skin. Psychologically 
it seems wise to explicitly inform the patient 
what is best to eat, since this is an age group 
which delights in doing the “don'ts.” 

General low carbohydrate and low fat diets 
seem inadvisable since these will cause most 
patients to lose weight. 

Halogens have an acnegenic tendency and 
thus their intake should be limited to physiologic 
amounts. Belisario' noted an increase of acne in 
the tropics and felt that a part of this increase 
is due to chlorinated water. In areas where the 
water is so treated it may be advisable to have 
the patient drink only distilled water if the case 
is severe or persistent. Iodized salt need only be 
used by the patient in the so-called goiter belts. 
Ingestion of bromides is ordinarily not a factor 
except in adolescent epileptics. 


July 1952 


Endocrine measures in the control of acne 
vulgaris have been disappointing in spite of the 
wealth of material incriminating the ductless 
glands as the cause of this disorder. Basically it 
is accepted that three conditions exist in the 
production of the disease process: (1) acne pre- 
disposition; (2) functioning gonads, and (3) 
the presence of androgens. Other glandular im- 
balances are described as acnegenic, but at least 
one of the aforementioned mechanisms must 
coexist or acne does not occur. From so simple 
an analysis it would seem that the correction 
of the cause would also be simple. An addition- 
al, but intangible, factor may be the local skin 
predisposition, which justifies a diverse ap- 
proach to acne, i.e., local measures plus keen 
observation for general pathologic conditions 
requiring correction. 

The sex glands are maturing very rapidly at 
the age of adolescence and aberrations in the 
quantity and quality of secretion are almost 
physiologic; other factors such as emotions also 
affect the function of this apparatus. 

The constant laboratory finding in all pa- 
tients with acne is an increased androgen over 
estrogen ratio. Confirmation of this test in a 
patient does not warrant the administration of 
estrogens, and other indications must be sought 
before gonadal hormones are used. As stated 
formerly, this expensive laboratory test is of 
no value in correlating the use or dosage of 
estrogens. 

Indications for administration of female hor- 
mones in acne are: (1) accurate history of men- 
strual exacerbations; (2) female over 18 years 
of age with obvious masculine secondary sex 
characteristics; (3) male or female with severe 
and intractable acne. Caution should be exer- 
cised in employing estrogenic hormones, special 
care being taken to note signs of intolerance 
such as spotting, upsets in the menstrual cycle, 
severe cramping, or feminizing signs in males. 

Forms of medication most commonly employ- 
ed are preMarIN® and diethylstilbestrol, there 
being no essential difference noted in therapeu 
tic response; however, side reactions seem to 
be higher with the latter preparation. The most 
logical therapeutic schedule would be one cov- 
ering the hypoestrogenic phase of the menstrual 
cycle, i.e., from five to seven days preceding to 








three to five days following the menstrual 
period. In males, 10 to 14 days of treatment are 
given in each month. It seems advisable to give 
a rest period after three to five months of ad- 
ministration; however, Andrews, et al.’ have 
given small doses of estrogens continuously over 
many months without apparent ill effect. It may 
be advisable to consult an endocrinologist before 
trying more intensive schedules. 

Conservative doses are the rule on initiating 
the therapy—o.25 to 0.5 mg. daily of diethylstil- 
bestrol or 0.3 to 0.625 mg. of premarin. In 
general, the aim of estrogen therapy is to give 
the smallest possible effective dose. 

Progesterone has been used in the treatment 
of acne with apparent good results.’ The indica- 
tions and cautions are essentially the same as for 
the estrogens. The main objection is the neces- 
sity of administration by injection. 

Thyroid defictency has been given as the 
cause of increased horn formation at the follic- 
ular ostia.* When a lowered basal metabolic 
rate is found, thyroid substances are indicated 
in supplementary doses. The role of the thyroid 
gland in acne seems somewhat overemphasized 
and we feel that therapy of this sort should only 
be used when definite hypothyroid activity is 
found. If the patient is taking thyroid, signs 
of intolerance such as nervousness, headache or 
palpitation should be watched for and the drug 
discontinued if these symptoms appear. 

Vitamin A is necessary for normal follicular 
keratinization. Thus, signs of occlusion at the 
openings of the follicles are the main indica- 
tions for use of this medicament. We prefer 
the aqueous forms; better absorption and lower 
dosages are possible. Therapeutic blood levels 
are attained with 25,000 to 50,000 units daily, 
but prolonged administration may be required 
to accomplish improvement. Here, as_ with 
estrogens, some patients are definitely helped by 
vitamin A. In general, however, it is difficult 
to tell in advance whether a given patient will 
respond to this vitamin. 

Polyvitamin preparations are best employed 
for the asthenic individual with poor dietary 
habits. If there is concern for his intestinal ab- 
sorptive powers, it is advisable to give one of 
the multivitamin solutions parenterally. Vita- 
min Biz has been advocated for the treatment 
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of anemia in the patient with acne, but is prob- 
ably not as effective as a good iron preparation. 

Antibiotics have many proponents, although 
all agree that their effects are temporary unless 
the drug is continued. Andrews, et al.‘ have 
given antibiotics or sulfadiazine in maintenance 
doses over long periods with apparent excel- 
lent results. Administration of penicillin, aurro- 
MyciIN“ or terramycin may be correlated with 
bacterial sensitivity tests when available. Com- 
plications following use of these drugs are 
rare. There is often a prompt response in a 
severely suppurative and scarring acne vulgaris. 
There seems to be no better early approach for 
the extremely severe case. Continued use of 
sulfadiazine should always be accompanied by 
periodic leukocyte counts. 

Vaccines find their greatest indication where 
bacterial allergy exists. This is usually shown 
by an inflammatory response out of proportion 
to the suppuration. The commercial prepara- 
tions or so-called “acne vaccines” are often ade- 
quate. Autogenous vaccines prepared from a 
culture of the patient’s pus are occasionally 
valuable. 

Emotions are variously described as causes 
and effects of acne. Stokes and Sternberg® feel 
that psychic disturbances may be instrumental 
in the production of acne by their effects on the 
gastrointestinal, vasomotor and endocrine sys- 
tems. It seems obvious that the effects of a poor 
complexion can profoundly influence the ado- 
lescent in the period of his life when social 
contacts are all-important. Similarly, all agree 
that compulsive excoriations have an emotional 
causation. The family physician must be cog- 
nizant of the mental as well as the physical 
aspects of his patient with acne. 
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Allergic Dermatitis of the Hands 
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New York University Post-Graduate Medical School, New York City 


a of the hands is one of the most an- 
noying, embarrassing, disfiguring and inca- 
pacitating cutaneous eruptions, and often one of 
the most difficult to manage. Many different 
processes are included under this heading. Even 
the specialist not infrequently is unable to come 
to a definite conclusion as to the exact type of 
eczema, and is able to establish etiologic factors 
in only a minority of cases. While there are 
many variations in clinical appearance and in 
the location of the eruption on the hands, none 
is absolutely pathognomonic for a_ particular 
type of eczematous or eczematoid eruption, and 
therefore eruptions which are similar in appear- 
ance and distribution can be caused by entirely 
dissimilar processes. 


Role of Adjuvant Factors 


In eczema of the hands, perhaps even more 
than in most other cutaneous eruptions, a chain 
of factors rather than one single cause brings 
about the occurrence of the eruption. This 
should not be particularly surprising, because 
the hands, so all-important to our very existence, 
are constantly exposed to innumerable influ- 
ences including irritating physical and chemical 
agents. Once a dermatitis has become establish- 
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Allergic hand eczema is one of the most 
annoying, embarrassing, disfiguring and in- 
capacitating skin diseases. Its successful man- 
agement is based on accurate diagnosis, find- 
ing and eliminating specific causal factors, 
and instituting the proper nonspecific, topical 
and systemic dermatologic therapy. 


ed on the hands, these secondary factors may 
further complicate the picture. 

It is obvious that these nonallergic secondary 
factors must be considered in all cases of allergic 
eczema of the hands. Of these predisposing and 
maintaining factors, primary irritants are prob- 
ably the most important, particularly because a 
substance which may not be a primary irritant 
on normal skin may become one in damaged 
and eczematized skin areas.’ Under certain 
conditions such irritants also may serve to pro- 
duce eczematization secondarily in a basically 
noneczematous eruption on the hands, e.g., in 
psoriasis and atopic dermatitis. 

These considerations make it obvious that in 
many cases of hand eczema both allergic and 
nonallergic factors form the chain of events 
which eventually leads to the production of 
clinical disease. The following are the most im- 
portant forms of hand eczema in which allergic 
factors play the sole or the dominant role and 
which will be discussed here in some detail: 
(1) allergic contact dermatitis of the hands; (2) 
eczematous “id” eruptions of the hands; (3) 
eczematous allergic drug eruptions of the hands, 
and (4) allergic hand eczema due to ingested 
foods. 











R. L. BAER 


J. S. LUDWIG 


Allergic Eczematous Contact 
o) 
Dermatitis 


Allergic eczematous contact dermatitis is the 
most frequent cause of allergic hand eczema. 
Finding the causal allergen is, of course, the 
major problem. In some instances this is so easy 
that the patient himself comes to the physician 
after having discovered the cause, yet in other 
cases it is so difficult as to defy the detective 
abilities of even the most versatile and well 
trained specialist. A detailed history, the localiza- 
tion of the eruption—particularly its exact site 
of inception—and a careful observation of the 
clinical course furnish the most important clues 
for discovery of the causal factor or factors. 
Here the time and patience exhibited by the 
physician are likely to be commensurate with 
the amount and quality of data obtained from 
the patient, and thus also to the degree of suc- 
cess in finding the cause. 

All objects which the patient touches and 
handles must be considered. These include such 
exposures as occur in his occupation, at home, 
in personal hygiene, in hobbies and in games. 
The patient must be questioned regarding every 
and all kinds of exposure. The exposures elicited 
in the history must be correlated with exacerba- 
tions of the eruption, and the lack of exposure 
with remissions. Was there any improvement 
during vacations or week ends or while the 
patient was on a business trip, and under what 
other circumstances did the eruption show a 
tendency to improve or get worse ? 

Major sites of exposure are usually major sites 
of involvement in allergic contact eczema (Fig- 
ure 1). However, on the hands, anatomic and 
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physiologic peculiarities may to some degree 
interfere with the utilization of this feature by 
the clinician. Due to the very thick horny layer, 
the absence of sebaceous glands, and other 
peculiarities, the palms, for example, are much 
more resistant to the action of various irritants 
and allergens than are other parts of the hands. 
From the practical viewpoint this means that 
an allergenic substance to which there is major 
exposure on the palms may produce an erup- 
tion principally on the backs of the hands, in the 
webs and on the sides of the fingers. Waldbott 
and Shea* described various patterns which are 
found in allergic contact dermatitis of the hands 
and the different types of exposures and sub- 
stances producing these patterns; these are likely 
to prove helpful in finding causal agents, partic- 
ularly for those whose experience with this type 
of eruption is limited. 

Another factor which at times can cause con- 
fusion in utilizing the localization of the erup- 
tion as a clue to etiologic agents in allergic 
hand eczema is the “jumping” or “skipping” of 
the eczema. This is in all likelihood principally, 
and in many cases perhaps exclusively, produced 
by exogenous contamination of other skin areas 
by the contaminated hands, clothing, etc. In 
more exceptional cases the “jumping” or “skip- 
ping” can be produced by lymphogenous or 
hematogenous spread or by simple diffusion at 
the skin surface. 

The following is a short list of agents which 
in our experience are among the causes of al- 
lergic contact dermatitis of the hands: 

Therapeutic agents used in topical therapy 

Ammoniated mercury and other mercurials 

BUTESIN PICRATE® 

Benzocaine and other local anesthetics 

Antibiotics 

Sulfonamides 

Coal tar and other tar preparations 

Antihistamine preparations 

Metals 

Coins, lighters, rings, scissors, thimbles, knitting 
needles 

Plants (including those in the home and garden) 

Certain fruits and vegetables 

Potatoes, garlic, onions, citrus fruits, tomatoes, 
asparagus, carrots 

Paints, polishes and cleansers 

Wooden handles of household utensils (in particular, 

kitchen knives) 

Plastics 

Steering wheel, end of gear shift, door knobs, etc. 

Cloth, leather and rubber 


Gloves, handbags, shoulder straps, golf club handles, 
brief case handles, dog leashes 
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FicuRE 1. Allergic eczematous contact 
dermatitis: Typical papulovesicular eczem 
atous eruption due to allergic sensitivity 
to nickel in shears used in patient’s work. 
Note that major site of exposure is also 
major site of involvement. (Patch test to 
nickel sulfate was positive.) 


Cigaret holders 
Cosmetics 
Shaving lotions, face creams, hair tonics, tooth pastes 

and powders, antiperspirants, hand lotions and 
creams 

Telephone receivers 

Electric razors 

Chalks, crayons, pencils, fountain pens 

Contact allergens encountered in occupations and industries 


This list is, of course, by no means complete 
and is presented to demonstrate the wide variety 
of substances which must be suspected. 

The careful correlation of all pertinent data 
obtained from the history, clinical course, locali- 
zation and distribution of the eruption will limit 
the number of substances which could have 
been the cause in any particular case of allergic 
contact dermatitis. In many cases the causal 
factor or factors will thus become obvious with- 
out the performance of any skin-testing pro- 
cedures. As a matter of fact, in such cases the 
patient often walks into the physician’s office 
knowing the cause but seeking relief from the 
discomfort and disfigurement occasioned by the 
eruption. Under such circumstances testing is, 
of course, completely unnecessary. If, however, 
the cause of the eruption is not clearly evident, 
patch tests should be done. 

The technic of patch tests has been described 
in the pertinent textbooks.* However, it is sug- 
gested that the following points be observed 
when performing patch tests: 

1. All substances employed in patch testing 
must be tested 1m the concentrations and vehicles 
listed in the pertinent textbooks. Even minor 


July 1952 





changes in the concentration or vehicle may in 


some instances completely nullify the value of 
the test. 

2. Patch tests should be read at 48 hours and 
reread after another 24 hours. 

3. Patch tests should, whenever possible, be 
carried out after the acute phase of the dermati- 
tis has subsided; testing during the acute phase 
may cause exacerbations of the itching and 
eruption and even spreading to new areas. 

Specific allergic management of allergic con- 
tact dermatitis of the hands in most cases con- 
sists of the most thorough possible elimination 
and avoidance of the causal factor. Specific 
hyposensitization with the causal allergen is in 
dicated in chronic contact dermatitis or in re- 
current acute or subacute contact dermatitis due 
to the oleoresins of plants, flowers, fruits and 
vegetables. Except for poison ivy, oak and sumac 
extracts, which are made by many companies, 
extracts for hyposensitization with these mate- 
rials are commercially available only from the 
Graham Laboratories, Dallas, Texas. These ex- 
tracts are administered by mouth in gradually 
increasing doses according to the directions en- 
closed by the manufacturer. Their administra 
tion is relatively safe if carried out under the 
supervision of the physician. However, if the 
dosage is regulated by the patient, undesirable 
side effects are not uncommon. Among these 
are pruritus ani, itching and flareups in previ- 
ously affected skin sites, vesicular eruptions of 
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the hands and feet, and the even more disagree- 
able erythema multiforme-like eruptions. 


Eczematous “Id” Eruptions of 
the Hands 


Many years ago it was demonstrated that 
eczematous lesions on the hands occurred as 
allergic eruptions secondary to primary fungous 
infections on the feet, groins or other areas. 
These eruptions were called epidermophytids or 
dermatophytids and at present are commonly 
referred to as “ids.” The mechanism by which 
such eruptions are produced is that a small 
number of fungi and/or their products from 
the site of primary infection, usually on the 
feet, reach the skin of the hands by hematog- 
enous transport and there cause an_ allergic 
eczematous secondary eruption (not a meta- 
static infection! ). 

The eruption on the hands is characterized 
by symmetric distribution on the palms, espe- 
cially on the thenar and hypothenar eminences, 
and on the sides of the fingers. In typical cases 
the eruption starts after an acute exacerbation 
of the primary focus of fungous infection on 
the feet or other area, and usually tends to sub- 
side after the flareup of the primary focus has 
subsided. 

The mechanism by which these eruptions 
are produced explains why it is useless and 
even harmful to treat the lesions on the hands 
with fungistatic or fungicidal agents. Rather, 
they should be treated in consonance with the 
accepted procedures for papulovesicular eczem- 
atous eruptions. However, it is necessary to 
treat the site of the primary fungous infection 
on the feet or other area to prevent further 
hematogenous dissemination of fungi and/or 
their products. This must be done with very 
mild fungistatic measures, for any irritation 
leading to exacerbation at the primary site will 
only cause further dissemination of fungous 
material and consequent exacerbation of the 
“id” on the hands. 

It should be realized that eczematous erup- 
tions on the hands can occur secondarily to 
eruptions on the feet without there being any 
evidence of fungous infection on the feet. The 
mechanism of these eruptions is not known but 
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they must not be confused with those of fung- 
ous origin, in which the fungous myceliums are 
demonstrable by examining skin scrapings un- 
der the microscope, or from which fungi can 
be demonstrated in culture on Sabouraud’s 
medium. 

The diagnosis of dermatophytid can be great 
ly abused by labeling cases of eczematous erup- 
without a careful 
investigation. The results of all clinical and 
laboratory examinations on the hands and feet 
should fit in with the findings on which such 
a diagnosis is based; and unless there is sig- 


tion of the hands an “id” 


nificant improvement of the hand eczema with- 
in two weeks after the fungous infection on the 
feet has been brought under control, the diag- 
nosis of dermatophytid should be questioned. 

A mechanism similar to the one just de- 
scribed for dermatophytids can effect secondary 
eczematous allergic changes on the hands due 
to a primary focus of bacterial infection, e.g., in 
the teeth, tonsils, gallbladder, prostate, etc. Such 
eruptions have been called microbids or bac- 
terids, and also have been referred to as “ids.” 
They present clinically eczematous papulo- 
vesicular lesions and pustules. The distribution 
of the lesions on the hands is mainly on the 
palms and thenar and hypothenar eminences. 
Symmetric involvement with pustular lesions 
on the soles is not infrequently associated with 
the symmetric lesions on the hands. 

It is obvious that here again treatment should 
be instituted to eradicate, or at least control, 
the primary focus of infection elsewhere in 
addition to the antieczematous (not bacterio- 
static!) treatment on the hands. The systemic 
administration of antibiotic or chemotherapeu- 
tic agents, if followed by rapid clearing of the 
“id” eruption on the hands, helps in confirm- 
ing the diagnosis in such patients. 


Allergic Eczematous Drug 
Eruptions of the Hands 


As indicated in the discussion on allergic 
contact dermatitis, drugs used in topical therapy 
of hand eruptions can cause allergic eruptions 
just as other contactants, such as poison ivy, 
wooden knife handles, metal utensils, etc. But 
drugs in general, no matter by which one of 
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the four “I” routes they are administered (in- 
gestion, injection, inhalation and inunction), 
may produce allergic eczema of the hands. As 
a matter of fact, every case of hand eczema in 
which the lesions are symmetrically distributed 
and undergo simultaneous exacerbations, and 
in which no other causal factors can be de- 
tected, should be investigated from the view- 
point of possible drug causation. Allergic ec- 
zematous drug eruptions on the hands usually 
are symmetrically distributed with extensive, 
though at times patchy, dissemination of papulo- 
vesicular lesions during the acute stage. A care- 
ful history must be taken, bearing in mind the 
varied forms and disguises in which drugs may 
be encountered (e.g., among the medications 
that are often forgotten by the patient are those 
contained in mouth washes, tooth pastes, loz- 
enges, rectal and vaginal medications [contra- 





ceptive agents], medications used or injected by 
the dentist, “hangover” remedies [| ALKAsELT- 


ZER®, BROMOSELTZER™, etc. 





, Vitamins, etc.). A 
chronologic relationship between exposure to 
the drug and exacerbation of the eruption, and 
between lack of exposure and improvement of 
the eruption, is essential for making the correct 
diagnosis and for establishing the causal factor. 

The following drugs are among the more fre- 
quent causes of eczematous drug eruptions, in- 
cluding those on the hands: penicillin, quinine, 
procaine, sulfonamides, ephedrine, antihista- 
mines, formalin, mercurials, arsenicals, ata- 
BRINE®. Penicillin, particularly, not infrequently 
tends to produce eczematous eruptions on the 
hands resembling the “id” reactions previously 
described; these are based on immunologically 
related or identical constituents contained in 
penicillin and in fungi causing superficial fung- 
ous infections in man. 

Although skin tests are generally of no value 
in the search for causal agents in drug erup- 
tions, patch tests with the causal drug in 
eczematous drug eruptions are often positive, 
just as in cases of allergic eczematous contact 
dermatitis resulting from nonmedicamentous 
causes. Among the many exceptions are eczem- 
atous “id”-like drug eruptions on the hands, 
e.g., those due to penicillin. 

In the management of eczematous allergic 
drug eruptions on the hands, elimination and 
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avoidance of the causal drug is the most impor- 
tant single measure. In general it is preferable 
not to administer any additional drugs to a 
patient with a drug eruption, but if substitute 
drugs have to be prescribed they should be 
selected from among compounds which are not 
chemically related to the causal drug. For exam- 
ple, a patient with an allergic hand eczema due 
to phenobarbital should not be given amyrtaL®, 
sECONAL® or any other barbiturate as a substi- 
tute but instead should be given chloral hydrate, 
paraldehyde, one of the antihistamines, porMt- 
son®, etc. 


Allergic Eczema Due to 
Ingested Foods 


This form of hand eczema comprises clini- 
cally a rather heterogeneous and not yet well 
defined group of cases. Moreover, there is a 
wide divergence of opinion concerning the in- 
cidence of hand eczema due to ingested foods.** 
The present authors in their clinical material 
have thus far been able to find only a very small 
number of such cases. 

Some patients with food eczema show char- 
acteristic papulovesicular eczematous eruptions 
which may be located mainly on the dorsa of 
the hands and fingers. The rash is often patchy 
and undergoes more or less temporary remis- 
sions and exacerbations, depending on whether 
the offending food or foods have been ingested 
within the previous 24 to 48 hours, and also de- 
pending on the quantities of these foods con- 
sumed. In this type of hand eczema due to foods 
there is usually no involvement in other areas 
of the body. Skin tests by the scratch and intra- 
cutaneous methods have been shown to be use- 
less in such cases, but the possible value of patch 
tests has not been adequately studied. 

Other patients with food eczema of the hands 
show fairly well defined patches of erythema, 
lichenification, scaling and excoriation associ- 
ated with severe itching, but with much less 
pronounced papulovesicular features (Figure 
2). In addition to the lesions on the hands, 
these patients often have atopic dermatitis in 
other characteristic sites affected by atopic 
dermatitis—e.g., in the cubital and_ popliteal 
spaces, on the neck, wrists, etc.—or give a his- 
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FIGURE 2. Atopic dermatitis: Characteristic 
eruption on the dorsa of the hands and 
fingers, with severe lichenification and 
moderate excoriation and crusting. (Pa 
tient may or may not show evidence of 
atopic dermatitis at other sites, e.g., the 
cubital and popliteal spaces, etc.; lesions 
on the palms at times are vesicular.) 


tory of having had such an eruption in the 
past. Furthermore, they frequently give a_his- 
tory of having hay fever or asthma, or of a 
familial tendency to these diseases. As a matter 
of fact, this more lichenified and less vesicular 
form of food eczema on the hands is probably, 
in the majority of cases, a localized form of 
atopic dermatitis. In this form of allergic food 
eczema, scratch and intracutaneous skin tests 
with food extracts may be useful in finding 
causal agents in a minority of cases, but in the 
large majority other measures must be em- 
ployed to ascertain the causal factors. This 
lichenified form of food eczema on the hands 
has less of a tendency to remissions and exacer- 
bations at very short intervals than does the 
other more vesicular type. Here it may take one 
week or more after elimination of the food be- 
fore clinically significant improvement is noted. 
However, this does not rule out the occurrence 
of remissions and exacerbations at much shorter 
intervals. 

The investigation of allergic hand eczema 
due to ingested foods may be along one of three 
lines: 

1. Avoidance of all foods for one or two days 
followed by the introduction of single foods at 
daily intervals. This procedure is tedious and 
almost impossible to perform without hospitali- 
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zation, and it interferes with the patient’s nor- 


mal habits and life. However, except in cases of 
eczematous hand lesions of atopic dermatitis, 
it is the most effective investigative method and 
therefore the method of choice. 

2. Elimination diets such as have been pub- 
lished by Rowe® where the patient is placed on 
a limited diet, which excludes some of the more 
common allergenic foods, for a period of one or 
more weeks. If no improvement is noted a 
change is made to one of the other elimination 
diets described by Rowe. Once the patient’s 
eruption is under control other foods can be 
added at daily intervals. This procedure often 
is not as striking in its results as the one listed 
in the preceding paragraph, but it is preferable 
in cases of atopic dermatitis where the eruption 
may not clear for a week or more after the 
causal food has been eliminated. It thereby per- 
mits the maintenance of the patient’s health 
while on the diet for one or more weeks. 

3. A food diary. Here the patient keeps a 
detailed and complete daily record of the foods 
and other substances ingested, together with 
comments on the course of the eruption and 
itching on the hands. Subsequently, the physi- 
cian reviews the clinical data and the dietary 
listing and attempts to correlate improvements 
of the eruption with the lack of exposure to cer- 
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tain foods, and the exacerbations with the re- 
introduction of these foods. While this proce- 
dure would appear to interfere least with the 
patient’s normal life and nutritional state, the 
correlation between clinical events and food 
diary is often so difficult as to baffle even the 
expert. 

Table 1 summarizes a few of the salient fea- 
tures of allergic eczematous eruptions and of 
nonallergic eczematous eruptions on the hands 
(e.g., Figure 3) which must at times be con- 
sidered in differential diagnosis. 


Management 


Reference has been made under the different 
forms of allergic hand eczema already discussed 
to some of the specific measures indicated in the 
handling of the particular dermatoses. But, in 
addition, all cases require the utilization of 
proper dermatologic antieczematous therapy. 
The facts that the hands play such an impor- 
tant role in performing even the simplest neces- 
sary functions and needs of the individual and 
that they are constantly exposed to influences 
and irritations which other skin areas escape 
must obviously be considered in their manage- 
ment. The rule which makes it always desir- 
able in dermatologic topical therapy to make 
the treatment as nonmessy as possible (color- 
less, odorless and greaseless medicaments) ap- 


FIGURE 3. Nummular eczema: Typical 
coin-shaped papulovesicular patch on 
the dorsal surface of the hand. There 
is a tendency to early crusting, periph- 
eral extension and central clearing. 
(This type of eczema is often mis 
taken for tinea.) 
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plies particularly to hand eczema. At least 
during the daytime, medications which necessi- 
tate bandaging should be avoided. 

If there is any chance of the patient’s hands 
being exposed to sunlight, coal tar and its de- 
rivatives should not be used. This therapeutic 
agent makes the skin much more sensitive to 
sunlight, and thus leads to a severe sunburn 
after exposure to the sun for a fraction of the 
time normally required to cause such a burn. 

Whether or not the causal agent in allergic 
hand eczema has been discovered, the institu- 
tion of the correct topical treatment is of im- 
mediate importance in order to give the patient 
relief from his itching and other discomfort, to 
prevent the eruption from spreading, and to 
accelerate healing. As in other forms of eczema 
the appearance and stage of the eruption are 
important for the selection of the proper topical 
therapy. “The angrier and more acute the der- 
matosis, the milder must be the remedy” is a 
good rule, even though there are certain excep- 
tions to it. 


Local Therapy 


In the acute stage, i.e., when the eruption is 
papulovesicular, erythematous and edematous: 
During the day: wet compresses (the temper- 


ature depends on what appears to be the most 
comfortable to the patient) with: 








DIAGNOSIS 


Illergic eczematous 
contact-ty pe 
dermatitis 


Dermatophytid 


Microbid 


Kesematous drug 
eruption 


Allergic eczema due 
to ingested foods 


Atopic dermatitis 


Dyshidrotic eczema 


Nonallergic eczematous 
contact dermatitis 


Nummular eczema 


Primary fungous 


infection 


Herpes simplex 


Dermatitis herpetiformis 


Psoriasis 


Dit be RENTIAL 
AGENTS 
Materials handled or 


touched, or topically 
applied to hands 


| Primary fungous 


infection at distant 
focus, usually on feet 


Primary focus of 
bacterial infection in 
teeth, tonsils, gall 


bladder, ete. 


Drugs (ingested, 
injected, inhaled, 
inuncted ) 


Foods 


Undetermined in many 
} cases. Food, inhalant 
and contactant allergens 
play a role in some 


cases 


Anatomic abnormality 
or dysfunction of sweat 
apparatus 


| Primary irritants 

| including acids, 
alkalis, soap and water, 
ete. 


| Unknown. Excessive 
dryness of skin; cold 
weather, soaps, foci of 

| infection appear to play 


a role in some cases 


| Dermatophytes 


Herpes simplex virus 


Unknown 


| Unknown 


DIAGNOSIS OF 


FABLE. 1 


ALLERGK 


AND NONALLERGI 


HlAND Kezema 





DIAGNOSTIC AIDS 


Patch tests of great 
value 


Finding of fungi in 
lesions on feet or other 
focus, not on hands. 
Improvement after 
eflective treatment of 
fect or other focus 


Finding and elimina 
tion of focus. Response 
to specific antibiotic 
or chemotherapeutic 
treatment of the focus 


Patch test often posi 
tive. Improvement after 
avoidance of offending 
drug 


Improvement after 
climination of offend 
ing foods 


Personal and familial 
history of atopy. Char- 
lesions in 
areas. Otten 
Positive 


ACctcristh 
other 
intradermal 
reactions, usually of 
little clinical value 


Non 


Non 


Exacerbations, often 
during cold weather 


Demonstration of 
fungi under micro 
scope and in culture 


Usually recurs in same 
Regional lymph 
node enlargement 


site. 


At times flareup after 
ingestion of iodides. 
Eosinophilia in blood, 
| Burning of lesions. 
| Characteristic lesions 
on other body areas 


| Characteristic lesions 

| on other areas, includ- 

| ing nails, scalp, 
genitals, elbows 


CHARACTERISTIC 


LOCATION 


Sites of exposure (but 
note Cxce ptions; see 
text) 


Symmetrically distrib- 


| uted on sides of fingers 


and palms (mainly 
thenar and hypothenar 
areas) 


Svmmetrically distrib 
uted on palms, particu 
larly thenar eminences 


Symmetrically distrib 
uted but no particu 
lar predilection site 


Often symmetrically 
distributed but no 
particular predilection 
site 


Dorsa of hands and 


| fingers 





Symmetrically distrib 
uted on palms and 
sides of fingers, quite 
similar to “ids” 


Interdigital webs, sides 
of fingers and dorsa of 
hands but also palms 


Dorsa of hands, exten 
sors of arms and legs 


None 


None 


Dorsa of hands, but 
also palms 


None, but often on 
palms 


| APPEARANCE OF LESION 


DURING ACUTE STAGI 


| Papulovesicular, 
erythematous and 
edematous 


| Vesicular in i!l defined 
| arcas 


| 


| Predominantly vesicular 
| with pustular lesions, 


} ol te nin well defined 


areas 


| Papulovesicular 


Papulovesicular but at 
tumes lichenified, 
thickened, excoriated 
and crusted 


Diffuse or patchy, 
lichenihied, thickened, 
excoriated, erythema 
tous: When on palms, 


often vesicular 


Dec p seated vesicles in 


groups or clusters 


| 

Papulovesicular, 
erythematous in ill 
defined areas 


Coin-shaped, well 

defined, elevated, 

erythematous, papulo 

vesicular patches. Early 
| crusting. Tendency to 
| peripheral extension 


Papulovesicular, scaly, 


| to central clearing and 


peripheral extension 


erythematous, tendency 


Papulovesicular, 
erythematous lesions in 
a group 


Papulovesicular lesions; 
at times with urticarial 
features. Marked tend 
ency to grouping 


Erythemato-squamous, 
very well defined patch 
es in various shapes and 
sizes; tendency to hyper 
keratosis and fissuring 
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ta. Burow’s solution: 1 tablespoonful per glass- 
ful of water (or poMEBORO TABLETS”, one 
per pint of water) ; 

ib. Boric acid solution (2 per cent, not a satu- 
rated solution! ); 

tc. Plain milk, or 

id. Potassium permanganate 1:10,000 _ solu- 

tion, in cases with secondary infection. 

This is prepared by dissolving one 5 gr. 

tablet in every three quarts of water. 

(Make certain that the tablets are com- 

pletely dissolved before use.) 


Note—Wet 


dressing should not be permitted to dry out at 


compresses must be wet; the 


any time. Soaking the hands in the solution in 
a basin is not the same thing as a wet compress, 
for it prevents the most important effect, name- 
ly, evaporation and cooling, and the deconges- 
tive action in general. Use six or eight layers of 
soft white cotton or muslin material (from old 
bedsheets, pillow cases, shirts, handkerchiefs), 
not gauze or absorbent cotton. 

During the night: 

2a. Continuation of the wet compresses or, 


preferably, 

2b. A lotion as 
Menthol 0.2 
Phenol 0.6 
Zinc oxide 
Talc aa 20.0 
Glycerin 10.0 
Water 80.0 


Note—Lotions are not as effective during the 
acute stage as wet compresses, but they are much 
easier to apply and do not produce the macera- 
tion of the skin which often follows wet com- 
presses. Lotions should be applied with the fin- 
gers or a paint brush, not with absorbent cotton. 
Do not remove lotion before the next applica- 
tion unless there is evidence that powder de- 
posits act as a source of irritation. If cleansing 
appears essential, do it with wet compresses or 
by gentle swabbing with vegetable oil such as 
olive oil or cottonseed oil. 

2c. VIOFORM OINTMENT® applied in a_ thick 

layer under white cotton gloves (turned 
inside out so that the seams do not rub 
against the affected areas). 

2d. Paste of zinc oxide n.¥. applied in a thick 

layer under white cotton gloves. 
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During the subacute stage, i., when the 
eruption has become erythematous, scaly, crust- 
ed and often shows drying vesicles and papules: 
3a. A lotion as listed under 2b applied four or 
more times daily. If the lotion is used dur- 

ing the day it can be made skin-colored 

by substituting calamine 10.0 and neo- 
calamine 10.0 for the 20 gm. of zinc oxide. 


3b. Menthol 0.3 
Phenol 0.6 
Calamine liniment n.r. 120.0 


This lotion is less drying than the one above. 
It should be applied four or more times daily 
with fingers or a paint brush. 


3C. Menthol 0.07 
Phenol 0.15 
Unscented cold cream 30.0 


A very thin layer of this cream is applied 
four or more times daily. (Unscented cold cream 
is available from several makers of hypo- 
allergenic cosmetics, or can be prepared by sub- 
stituting plain water for the rose water in cold 
cream U.S.P.) 

3d. Vioform cream. To be applied four or 

more times daily in very thin layer, wip- 
ing off gently all excess on the skin with 
cleansing tissue. 

3e. Vioform ointment. A thick layer is ap- 

plied under white cotton gloves at night. 
when the skin 
changes consist of thickening, lichenification, 
scaling and erythema: 

During the day: 


During the chronic stage, i.e., 


4a. Liquor carbonis detergens 20 per cent in 
70 per cent alcohol is applied with cotton- 
tipped applicator three to four times dur- 
ing the day. (This is a quick-drying tinc- 


ture.) 

4b. Liquor carbonis detergens 15 
Sulfur Ppt. 0.9 
Acid salicylic 0.9 


Hydrophilic ointment v.s.p. q.S. 30.0 

This nongreasy cream is to be gently mas- 
saged into affected, areas three to four times 
during the day, wiping off excess each time 
with cleansing tissue. 


4c. Menthol 0.3 
Phenol 0.6 
Liquor carbonis detergens 12.0 
Resorcin 3.6 





Calamine 


Neocalamine 

Tale 

Glycerin aa 12.0 
Alcohol 

Water aa 40.0 


This lotion should be painted on with fingers 
or brush three to four times daily. 

During the night: 

5a. Crude coal tar 3.0 
ad 30.0 

This black ointment should be applied in thick 
layer and covered with protective dressing or 


Zinc oxide ointment v.s.P. 


white cotton gloves. 
5b. ANTHRALIN® 1/10 per cent ointment. To be 
applied in thin layer and covered with 
protective dressing or white cotton gloves. 
(Avoid contact of this ointment with the 
eyes! ) 


Systemic Therapy 


Even though elimination and avoidance of the 
allergenic causes and topical antieczematous 
therapy are the principal measures, systemic 
therapy at times is a valuable adjuvant in the 
management of allergic hand eczema as it often 
helps to relieve itching. Antihistamines by 
mouth or by parenteral injection can be most 
useful in achieving this end. The dosage should 
be arranged so that the side effects are kept to 
a minimum during the day and the sedative 
effects of these drugs are utilized to their fullest 
extent at night. From this viewpoint it may be 
desirable to prescribe an antihistamine with rela- 
tively little sedative effect for use during the 
day (e.g., CHLOR-TRIMETON®, PYRIBENZAMINE®), 
and to prescribe another one with more sedative 


,) fat 
® BENADRYL®). 


action at night (e.g., PHENERGAN 
It must be stressed that the antihistamines are 
used here for their antipruritic effect and not 
for any “antiallergic” action, as they do not in- 
fluence the eczematous reaction in the dosages 
used at present. 

Among other systemic antipruritic measures 
which we have found helpful as supportive 
treatment in some cases are: calcium gluconate 
or calcium bromide given intravenously once 
daily; as oral medications, papaverine hydro- 
chloride 0.1 gm. four times daily; aspirin 0.6 gm. 
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four times daily, and phenobarbital 0.015 gm. 
four times daily. 

While there can be little doubt that cortisone 
and ACTH in adequate dosage produce a rapid 
and strikingly beneficial effect in many cases of 
eczema, the use of these drugs in the routine 
therapy of allergic hand eczema is unwarranted 
and should be avoided. 


General Remarks on Therapy 


Many readers probably will have noted that 
no mention has been made of the use of local 
anesthetics and antihistamines in the topical 
management of allergic hand eczema. This 
omission has been intentional. In this disease, 
as in other allergic eczemas, great caution must 
be exercised to avoid exposure to therapeutic 
agents which themselves have a greater than 
average tendency to produce allergic sensitiza- 
tion. The local anesthetics and antihistamines 
are outstanding among those topical therapeu- 
tic agents which have a high allergenic sensi- 
tizing capacity. Therefore their use must be 
avoided in a group of patients, such as allergic 
hand eczema patients, whose clinical condition 
already indicates that they have a greater than 
normal capacity to develop allergic eczema. 

Many patients with allergic hand eczema like 
to use rubber gloves while carrying on their 
housework or other occupation. Although rub- 
ber gloves with white cotton gloves underneath 
are helpful in some cases, the perspiration and 
heat and consequent maceration under such 
gloves is often more harmful than the exposure 
against which the gloves are supposed to pro- 
tect. The question of whether rubber gloves with 
white cotton gloves underneath can or should 
be employed must, therefore, be decided indi- 
vidually. However, it is worth remembering 
that rubber gloves themselves can be a cause of 
allergic hand eczema. 

Rather than taking a chance on harmful 
effects from the rubber gloves, we ask our pa- 
tients to avoid the use of soaps and alkaline 
detergents for both personal hygiene and house- 
hold use. Lowita caKe® or the liquid detergents 
PH-ISODERM® and actwwotaTe® in place of toilet 


K 


soap, and veL®, uLtTraweT® 60 L and pisHo® for 


household purposes, fulfill these requirements” 
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although there should be as little exposure as 
possible even to these nonalkaline cleansers. 

One of the most common errors in the topical 
management of hand eczema is the regular and 
thorough removal of topical medicaments from 
the affected areas. Such thorough removal only 
produces additional irritation in skin which is 
already damaged. Treatment agents generally 
should not be removed between applications. 
Only when it becomes obvious that an accumu- 
lation of ointment or lotion or other medica- 
ment is causing adverse effects should cleansing 
be attempted, but under no circumstances should 
harsh measures be employed. The following 
procedures are indicated for removal of the dif- 
ferent types of medicaments. For lotions and 
tinctures: wet compresses or gentle wiping with 
vegetable oils. For ointments and pastes: gentle 
wiping with vegetable oils. 

Many other therapeutic approaches to the 
problem of allergic hand eczema can be ap- 
plied to the more resistant cases. Included 
among these are various topical medicaments 
and their combinations, and certain forms of 
physical therapy such as superficial roentgen 


rays and grenz rays which should only be ad- 


ministered by qualified dermatologists. The 


utilization of the diagnostic and therapeutic 
data here presented, however, should prove help- 
ful in the management of many cases of this 
very important, troublesome and sometimes in 
capacitating skin disorder. 
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Causes and Treatment of Urticaria 


ADOLPHE ROSTENBERG, JR. AND TOMER EB. HARRIS* 


University of Ilinois College of Medicine, Chicago 


[ yon Ria or hives. is 
merely a symptom 
denoting alteration of 
capillary 
Many and 


the ways by which this 


permeability. 


varied are 


can be brought about. 
‘Table 1 cndeavors lo de 
usual 


pret thre more 


means by which urti 
carl lesions are pro 


duced. It is obvious that 
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at times the lines of de 

marcation are somewhat arbitrary and dithicult 
to draw. However, the justification for such a 
table is that it tends to organize one’s thoughts 
so that a consideration of the many factors can 
proceed ino a more orderly fashion. 

Space limitations will not permit us to con 
sider ino any detail all the various mechanisms 
or causes by which urticaria is brought about 
and, indeed, most of our discussion will center 
about allergic urticarias. It is, however, impor 
tant to realize that many urticarial lesions are 
caused by nonallergic means. Consequently the 
mere presence of urticarial lesions is not. evi 
dence in and of itself of an allergic reaction, not 
is It an invitation for promiscuous testing. The 


distribution ot urticarial 


appearance of the 
lesions does not ordinarily permit an assessment 
as to the mechanism or cause, although at 


. 
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Urucaria is a symptom which can be brought 
about in a varicty of ways. Not all cases of 
urticaria are on an allergic basis; some of the 
causes include contac tants, ingestants, in 
halants, injectants, physical stimuli, micro 
organisms, metazoan parasites, endocrines, 
altered 


stimuli, 


tissue products and psychogenic 


times an inkling can be obtained. It should also 
be recognized that urticarial lesions can be bul 
lous, especially in childhood; consequently the 
presence of fluid should not make one miss the 
diagnosis. 

We shall rapidly run through the varieties of 
urticaria listed in Vable t with a few remarks 
concerning most of them. Before doing so we 
should like to point out that urticaria can be 
somewhat arbitrarily classified as acute and 
chronic. By acute is meant an urticaria that 
comes on rather precipitously and usually dis 
appears ina matter of a few weeks. By chronic 
is meant one in which the lesions, as a rule, 
come on more gradually, are ordinarily less 
widespread, but tend to recur over long periods 
of time, even for years. While, as already stated, 
the line between acute and chronic urticaria is 
arbitrary, it does have a utilitarian value in 
that, as a rule, in an acute urticaria the cause 
is usually something more or less obvious, nearly 
always exogenous, and in children, foods are 
predominant. In adults, food can be a cause, 
but drugs are probably more often so. In chronic 
urticaria, endogenous sources are More apt to 
be responsible. However, we wish to emphasize 
that these statements regarding the likely causes 
of acute and chronic urticaria are merely work 
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ing suggestions and by no means are they to 


be regarded as inexorable biologic truths. 


The Causes 


Urticaria induced by contactants is not a com- 
mon variety, but possibly develops more {re 
quently than is realized. The urticaria often 
tends to be limited to the site of the contact, but 
if the patient is strongly sensitive it will gen- 
eralize. Strictly speaking, urticaria should only 
be labelled as arising by contact if it develops 
without any break in the skin surface. If there 
is a break in the skin, it really becomes a case 
of urticaria by injection. However, in practice 
this distinction is not strictly adhered to. 

Some of the commonest examples of an al- 
lergic urticaria from contact are seen in sensi- 
tivity to animal hairs. We have seen several 


people in whom the mere placing of a small 


amount of guinea pig hair on the unabraded 
skin surface will, in a few moments, cause the 
development of wheals at the site. Two such 
patients were so sensitive that if the material 
were allowed to remain in situ for 5 or 10 
minutes generalized symptoms would appear. 
Such cases illustrate transepidermal penetration 
of the allergen. While the nature of the allergen 
has not been shown, the presumption is that it 
is a protein. Such a reaction also illustrates that 
the skin is permeable, and rapidly so, to sub- 
stances one would not ordinarily suspect. 

Examples of a nonallergic urticaria from con 
tact are reactions to plants such as the stinging 
nettle (Urtica dioica). Strictly speaking, this 
really is an injectant inasmuch as the plant 
actually engenders the urticaria by the intro- 
duction of fine bristles. Various marine animals 
and the larvae of certain Lepidoptera cause ur- 
licaria in an analogous fashion. In some of these 
there is some question whether the lesions are 
really on a nonallergic basis, inasmuch as there 
may be a sensitization to some of the introduced 
products. 

Turning to ingestants, foods and drugs are 
the commonest causes. While it is theoretically 
possible that a nonallergic urticaria might arise 
from ingestion, ordinarily the ones that develop 
are based on a sensitization mechanism. 

Inhalants are probably a more important cause 
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of urticaria than is ordinarily appreciated. There 
are many case reports of urticaria developing 
after inhalation of volatile substances. Perfumes, 
insecticides and aldehydes developed during the 
course of smoking have all been reported as 
causally responsible for urticaria. Again, while 
it is conceivable that certain inhaled substances 
might produce urticarial lesions on a nonaller- 
gic basis, to our knowledge all the reported 
cases have resulted from sensitization. 
Injectants comprise primarily drugs. The 
term drug, of course, embraces all varieties, in- 
cluding foreign serums and hormones. In the 
overwhelming majority of cases the injection 
produces lesions because of a sensitization, but 
it has been shown experimentally in the dog 
that the intravenous injection of sorbitol mono- 
laurate will produce immediate, widespread 
hives. This is, of course, an example of a primary 
urticariogenic stimulus. In addition to drugs, 
urticaria developing from the bites of various 
external parasites should be placed here. In this 
category would come the urticarial lesions de- 
veloping after the bites of such transient insect 
visitors as flies or mosquitoes, and also after the 
bites of more permanently domiciled pests such 
as the body louse. With most of these the reac- 





tions arise because of a sensitization mechanism 


but, as we consider a wider variety of fauna, 
the response in some cases probably develops 
from direct irritation. In the case of a parasite 
such as the Acarus scabiei, it is rather difficult 
to draw the line between the exogenous and the 
endogenous. 

Urticarial lesions arising in response to physi- 
cal stimuli come under the rather broad general 
caption of physical allergy. Various sorts of 
physical stimuli, such as heat, cold and light of 
different wave lengths, have been reported as 
causally responsible. We do not doubt that in 
certain instances such stimuli cause urticaria by 
way of a sensitization mechanism, e.g., the 
physical stimulus so deranges some of the body’s 
tissue that it acts as an alien antigen and calls 
forth the production of antibodies. On the 
other hand, we feel strongly that many cases 
which are labelled as physical allergies are in- 
appropriately named, in that there is no evi- 
dence to support a view that these result from 
a sensitization mechanism. Indeed, many of 
these would appear to be more properly desig- 
nated as a genetic abnormality or idiosyncrasy 
in which the person reacts in an abnormal 
fashion toward some physical stimulus. This 
point has been considered at greater length by 
one of us in a discussion of a case showing 
sensitivity to cold.’ It might be pointed out 
that many physical allergies show no more evi- 
dence for their allergic nature than do con- 
ditions such as hydroa aestivale or xeroderma 
pigmentosum, two well known dermatologic 
entities in which there is an abnormal response 
to light. In neither of these is there any evidence 
for an allergic mechanism nor are they so 
ordinarily regarded. 

Among the endogenous sources of urticaria 
are, first, micro-organisms. In general, micro- 
organismal infections can produce urticaria by 
two mechanisms: (1) The lesions can be an ac- 
companiment of an acute infection, in which 
case they can develop because of the liberation of 
toxic materials by the invading micro-organism, 
or (2) they can develop because of the genesis 
of a sensitization to the micro-organism or prod- 
ucts derived from it. In both instances the 
urticaria is apt to be acute. Urticaria on a micro- 
organismal basis also can be caused by a focus 
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of infection within the body. In such an in- 
stance the urticaria is nearly always chronic. 
While we have no doubt that urticaria develops 
because of the presence of infection, we feel 
strongly that this is a much overworked diag 
nosis and is sometimes used as an escape mech- 
anism for the original physician. As an example 
of this we should like to quote from a discus- 
sion > 


It seems to me that this is a very good paper to 
hear at this time. Most of us are rather discouraged 
with the treatment of urticaria. 

When a patient with urticaria comes to the office, 
we proceed to look him over for a chronic infection; 
and if we can find infected tonsils, sinuses or teeth, 
or an appendix or gallbladder, we are pleased. We 
can send him away to have these attended to, which 
will take several months, and there is always the 
chance that he may never come back. If this last 
measure does not work, we have a sinking feeling 
in the pit of the stomach and have to get down to 
business. 

We then take a very careful history and ask the 
patient to write out the things that he cannot take. 
If he is at all enthusiastic, he will draw up a list 
which makes “Anthony Adverse” look like an in 
troductory chapter. We try to go through it and 
then give it up in despair. Then we go ahead with 
tests, using intradermal and scratch, patch and pas- 
sive transfers, and everything else we can think of, 
or that has been suggested. 

When the smoke of battle clears away, I think 
most of us will agree that this paper is very nearly 
correct in the results. A good many cases, probably 
the majority, will be found due to chronic infection, 
and if this can be successfully treated, they clear up 
and stay clear. In the food cases, if you can get a 
good history you can often do something with them. 


Furthermore, we think there are two impor- 
tant practical considerations—cost and _feasibil- 
ity—that should be borne in mind before jump- 
ing on the “focus of infection band wagon.” 
By cost we mean the economic burden imposed 
on the patient by a complete examination with 
all of the attendant x-rays. By feasibility we 
mean what can be done about a focus if found. 
If the focus is a periapical tooth abscess, obvi- 
ously it is easily eradicated. If the focus is a 
bronchiectatic lung, what are we to suggest? 
Thus while we feel that, in the investigation of 
a case of chronic urticaria, foci of infection must 
be kept in mind, we also feel that, before em- 
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barking on too vigorous a search, it is well to 
consider the two points just raised; otherwise 
a costly burden may needlessly be inflicted on 
the patient. 

Parasites (internal protozoan or metazoan or- 
ganisms) are probably a relatively common 
cause of urticaria. In any case of chronic urticaria 
a search for these should be made. 

We now come to the difficult category of en- 
docrine allergy. Some writers in this field be- 
lieve that individuals can be sensitized to their 
own hormones. We have never seen such a 
case, nor do we believe it is immunologically 
likely that this could happen. This is not to 
say that individuals do not become sensitized 
to hormones given exogenously. However, it is 
our opinion that, in practically all instances, 
the sensitization is to some species of protein 
contaminant of the hormone in question. For 
example, it has been shown that as insulin 
reaches a higher degree of purity, its sensitivity 
steadily decreases.*** It is conceivable that in- 
dividuals, in response to certain of their own 
endocrine stimulation, may be put into a more 
labile state, so to speak, so that the permeability 
of their capillaries is more easily deranged. This 
mechanism is quite different from the develop- 
ment of antibodies to autochthonous endocrines, 
an assertion for which, in our opinion, there is 
no valid evidence. 

A consideration of the role of altered tissue 
products in the genesis of urticaria would lead 
us into very muddied immunologic waters. The 
question, in other words, is how much must 
one’s own tissues be altered in order that they 
be antigenic for their host? There would not 
appear to be any doubt that a sufficient modi- 
fication—say, the introduction of an alien chemi- 
cal radical into one’s tissues—can make them 
antigenic. There is also evidence that other tis- 
sues, even without the incorporation of an alien 
radical, but merely by getting to parts of the 
body not ordinarily reached, become antigenic; 
e.g., the lens of the eye, when injected into the 
was de- 
rived, acts as an antigen. However, the ques- 


tissues of the animal from which it 


tion before us is whether or not tissue in situ, 
only mildly damaged by trauma, infection or 
physical stimuli, can act as an antigen. The 
length of this article will not permit us to con- 
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sider this question in any detail. Suffice it to say 
that the evidence that mild derangements of this 
nature will do so is extremely equivocal. 

We have left for the last what, to us, is one 
of the most difficult aspects in this field, namely, 
the role of psychogenic stimuli in the produc- 
tion of the lesions. Again, space limitations will 
not permit us to consider this problem in more 
than the most cursory fashion. It is our impres- 
sion that while the literature is replete with 
examples which allegedly illustrate the role of 
psychogenic stimuli in the genesis of urticarial 
lesions—indeed, the analyst has likened these 
lesions to “weeping into skin”—we feel that in 
most cases the evidence that the psychogenic 
stimuli were the sole causal factors has not been 
adequately documented. On the other hand we 
realize that unequivocal proof for something 
of this character is very difficult to obtain, but 
we also feel that it is better to lean over back- 
ward in the direction of “case unproved.” At 
least, with this attitude, we are less likely to 
miss overt organic causes for the urticaria, 
whereas the enthusiast for the mental stress, 
in his eagerness to interpret the cause on the 
basis of emotional conflicts, will too often leap 
over a mass of undetected allergens. 


The Investigation 


In general the investigation of a case of 
urticaria consists of three different avenues of 
approach: (1) history, including diaries, (2) 
trial and error procedures, including diets, and 
(3) cutaneous testing. Of these the history is 
by far the most important, and cutaneous test- 
ing the least important. 

The questioning must be detailed and repeti- 
tious. It is important to realize at the outset that 
patients’ memories are perverse and inefficient. 
It will be necessary to cover the same point 
over and over again. We believe that one of the 
reasons why the percentage of etiologic suc- 
cesses in chronic urticaria is low is that the 
physician does not have either the time or the 
interest required to ferret out the actual cause 
or causes of a given case. In obtaining a history 
concerning the ingestion of drugs one should 
not point one’s finger accusingly at the patient 
and say, “Do you take drugs?” Rather, it is 
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necessary that the inquiring physician methodi- 


cally go over each system of the patient, starting 
at the head, and ask, “When you have a head- 
ache, what do you take?” “How often do you 
have headaches?” “Do you always take the 
same drug when you have a headache?” “Do 
you ever use so-and-so or so-and-so (naming a 
few well known proprietaries)?” “When you 
have a sore throat, what do you take?” and 
again following with an analogous line of ques- 
tioning as already given. One should end up 
asking about remedies for athlete's foot. 

The term drug, as used here, of course in- 
cludes more than just ingested drugs and, in- 
deed, should include cosmetics as well. We 
should remember that potent urticariogenic 
agents may be found in scalp lotions, contra- 
ceptive creams and in a wide variety of unsus- 
pected sources. The patient may actually have 
had drugs used on him without his knowledge. 
For example, he may recently have had a tooth 
extracted and the socket filled with a sulfonamide 
without being aware of it. It is almost pointless 
to inquire about foods eaten. The only method 
by which adequate information can be obtained 
is that all foods taken be written down, includ- 
ing seasonings. 

Actually, trial diets are probably the most 
efficient means for determining a food cause 
when one is suspected. The diet should be very 
simple, consisting of a few basic foods such as 
plain boiled beef, with no seasoning other than 
salt, boiled potatoes and tea. If, after a few days 
on such a diet, the patient shows marked im- 
provement other foods can be added one at a 
time. Each new food should be given a trial 
of three or four days before a new one is added. 
If a relapse occurs, the food added last is deleted. 
If the patient again improves there is reason- 
able evidence that the deleted food is a cause of 
the urticaria. We should like to emphasize that 
it merely may be a cause, as other foods or 
other substances also may be playing a role. If 
the trial diet procedure has to be continued for 
any length of time, vitamin supplements may 
have to be added. Obviously, if there is no 
improvement after the patient is on the basic 
diet for a few days, either the cause is not a 
food or the patient is sensitive to one of the 
ingredients of the basic diet. 


56 


S! n tests as a means of arriving at the 
etiology of a given case of urticaria are usually 
useless. This would appear to be a rather para- 
doxical situation because one would think that 
if the causal substance provokes urticaria when 
taken by mouth or when injected, it also should 
do so when introduced directly into the skin, 
yet this is often not the case. While no complete 
explanation can be given, nor can we consider 
in complete detail all the theoretical arguments, 
we should like to point out some of the prin- 
cipal reasons why such tests are often negative. 
This discussion is taken from an article by one 
of us:° 


In the case of a food, tests are ordinarily made 
with a protein extract of the food, which extract 
may not contain the precise allergen of the food to 
which the individual is sensitive. In the case of a 
drug it is thought that the sensitization is actually 
directed towards an antigenic complex which con 
sists of the drug in combination with body protein. 
When the drug is introduced directly into the skin 
it may be carried away at too rapid a rate for this 
antigenic complex to form, or possibly the skin is 
not the appropriate place for the formation of such 
a complex. In some instances, however, drugs intro- 
duced directly into skin will yield urticarial reactions 
in the sensitized individuals. Whether or not they 
do so by acting directly with an antibody or whether 
they first combine with protein and this new com 
pound then acts with the antibody is unknown. 
These remarks, of course, do not consider primarily 
urticariogenic drugs, such as histamine and codeine. 
Both foods and drugs undergo various degradations 
in the body, and it may be that the sensitivity is 
directed towards some derivative of the original 
food or drug which does not exist in the extract of 
the food or in the drug as such when put into the 
skin. Corresponding with the lack of direct skin 
reactivity one usually is not able to demonstrate 
passive transference antibodies. Where a direct skin 
reactivity is demonstrable, these antibodies may also 
be demonstrable. 

Testing with bacterial products is an unsatisfactory 
procedure, not only in urticaria but in any condition 
in which these are employed. There are two main 
reasons for this. The first is the complex nature of 
the bacterial body, it being a complex of antigens, 
and the sensitivity may be directed towards one or 
all of the antigenic components. Consequently, the 
manner of preparing a bacterial extract may be of 
great importance, as different modes of preparation 
will result in the presence of different proportions 
of the original complex, or even of different moieties. 
The second is the question of strain specificity. That 
is, if the patient is suffering from, say, a streptococ 


POSTGRADUATE MEDICINE 








| 
| 
} 
| 





— 





cal infection, can one test with any streptococcus, or 
must one have exactly the same kind of streptococcus 
as the patient is harboring? In this case, must one 
use an autogenous product? The answers to these 
questions are in general not known, but they are 
raised to point out the complexity of the problem 
and to indicate, at least partially, why poor results 
are obtained with this form of testing. 


The Therapy 


The therapy of urticaria can be subdivided 
into four categories: (1) elimination of the 
offending allergen(s), (2) 
the offending allergen(s), (3) prevention of 


desensitization to 


reactions even though the offending allergen(s) 
is encountered, and (4) symptomatic relief. The 
ideal solution is, of course, to eliminate the 
offending allergen, but this may not be possible, 
either because it is not known or because it is 
not feasible to do so. In this event, we then 
consider the possibility of desensitization. In 
general, we view this as an unsatisfactory pro- 
cedure. Apart from the biologic difficulties in- 
herent in desensitization procedures, it is not 
possible as a practical measure in the usual 
situations where we would want to attempt it, 
either because we do not know the allergen or 
the allergen is a micro-organism or derivative 
thereof resident in some focus of the body, and 
to obtain the appropriate material for hypo- 
sensitization is almost impossible. When the 
allergen is known and available and avoidance 
is impossible or undesirable, as in the case of 
an important drug, hyposensitization may be 
attempted, but as a rule it is a tedious process 
with a very uncertain outcome. Fortunately, in 
a few situations where desensitization is ex- 
tremely desirable, as with penicillin, it seems 
to work with greater ease. 

Assuming, then, that we cannot eliminate or 
desensitize, what can we do? We can interpose 
a barrier between the antigen-antibody union 
and the tissue on which the products released 
as a consequence of that union are likely to act. 
The antihistamines perform their most useful 
function in this connection. It should be real- 
ized that if the antigen-antibody union occurs 
in the endothelial cell of a capillary, there is 
no reason to believe that an antihistamine, 
which will approach that cell from without, 
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will be of much value in competing with the 
consequences of such a union. 

By affecting capillaries, epinephrine and simi- 
lar adrenergic drugs inhibit the alteration in 
permeability produced by an antigen-antibody 
union or by the other mechanisms already re- 
ferred to. We should, however, like to state 
very unambiguously that we doubt that epi- 
nephrine has any place in the treatment of 
urticaria except in the rare instance when there 
is a concomitant laryngeal edema and emer- 
gency measures are indicated. In any ordinary 
urticaria, the benefit derived from epinephrine 
is so transient that the feelings of apprehension 
and the palpitations induced by it, plus the 
slight risk to the cardiovascular tree, are not war- 
ranted. Other adrenergic agents, while less like- 
ly to produce unpleasant side effects, give even 
less relief from the urticaria. Calcium intrave- 
nously, autoblood and a wide variety of other 
agents which have been used in the past are, 
in our opinion, therapeutically useless. If they 
have apparently achieved an effect it has been, 
we think, on a psychogenic basis. 

Cortisone and ACTH will exert a suppressive 
effect, but we do not think that they are indi- 
cated for any ordinary urticaria. In a severe 
“serum-sickness” type of urticaria where there is 
some suspicion that the patient may be devel- 
oping an allergic vasculitis or a_polyarteritis 
nodosa, these may be used as a stopgap measure, 
but only where the etiology is definitely known 
and it is merely a question of suppressing the 
reaction while the offending antigen is being 
eliminated. Obviously, these remarks refer pri- 
marily to urticaria after drugs. 

For symptomatic relief, colloid baths are use- 
ful. These can be prepared by taking a double 
handful of a hydrolyzed starch and swishing it 
around in half a tubful of tepid water. A more 
elegant bath can be obtained by using commer- 
cially prepared substances, but these are con- 
siderably more expensive and probably no more 
effective. The patient should blot himself dry 
rapidly and not rub vigorously or symptomatic 
effects of the bath will be lost. Marked tempera- 
ture changes should be avoided. A lotion of 
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will be of some help. Shake lotions should be 
painted on rather than daubed on. In this way 
a more homogeneous film will be obtained 
which will yield superior antipruritic effects. 


Summary 


We have reviewed certain aspects concerning 
urticaria. It is almost superfluous to state that 





our discussion is not intended to be complete. 
We have endeavored to give what we think are 
some of the more important aspects of this 
vexatious problem and to insert our views 
where matters are controversial. For the reader 
who desires a more thorough presentation of 
the subject and for more detailed information 
concerning special aspects of urticaria, we are 
including a short supplemental bibliography. 
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Treatment of Benign Tumors 


of the Skin 


J. LAMAR CALLAWAY* 


Duke University School of Medicine, Durham, North Carolina 


I the discussion which 
follows, only essen- 
tially benign tumors of 
the skin will be cover- 
ed. Frank malignant le- 
sions of the skin, virus 
infections such as_ver- 
rucae and molluscum 
contagiosum, etc., re- 





quire special considera- 
tion. Many synonyms 
and variants are omit- 
ted for the sake of brevity and clarity. Classifica- 
tion of benign tumors of the skin is shown in 
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Table 1. 

Tumors of ectodermal origin may be classi- 
fied as epidermal or epidermal appendage 
tumors, with several types grouped in each 
category. 


Epidermal Tumors 


Linear nevus or nevus verrucosus—This nevus 
consists of verrucous overgrowths and epidermal 
tissue without true nevus cells being present. 
Usually it is unilateral, brown in color and has 
a linear configuration. The condition may be 
present at birth or develop early in life and con- 
tinue to grow. Malignant changes rarely de- 
velop in later life. 

*DIVISION OF DERMATOLOGY AND SYPHILOLOGY, 
DEPARTMENT OF MEDICINE, DUKE UNIVERSITY 


SCHOOL OF MEDICINE AND DUKE HOSPITAL, 
DURHAM, NORTH CAROLINA, 
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Common benign tumors of the skin have 
been described, insofar as their clinical char- 
acteristics are concerned, and a suggested 
form of treatment outlined. Benign tumors 
of the skin have been classified as to whethei 
therapy is necessary because of the possible 
development of malignancy or for untoward 
reactions, whether treatment is desirable for 
cosmetic reasons, and those for which treat- 
ment is unnecessary or may be unsuccessful. 


Surgical excision, with or without plastic re- 
pair, is the treatment of choice where it is desir- 
able to eradicate the lesion for cosmetic reasons. 
Other methods include electrodesiccation, curet- 
tage and carbon dioxide freezing. The lesions 
are not sensitive to irradiation. 

Epidermal cyst—(1) Milium: Milia occur as 
small, white, firm lesions which appear most 
frequently about the face but may be seen on 
the scrotum, labia or elsewhere. They are usual- 
ly asymptomatic keratin and pilosebaceous con- 
cretions arising in a normal skin; bullous erup- 
tions also may result in the formation of milia. 
They are removed by electrolysis, electrodesicca- 
tion or by simple evacuation after incising the 
epidermis. 

(2) Dermoid cyst: Dermoid cysts occur as 
soft, round, oval tumors located in the sub- 
cutaneous tissue, most commonly in the peri- 
orbital regions; they are freely movable and 
covered by normal skin. They may undergo 
malignant change. Treatment of choice is by 
surgical excision. 

Senile keratosis—Senile keratoses occur chief- 
ly on the face and dorsa of the hands in later 
life as dry, hard, scaling lesions measuring 0.5 
to 4 cm. in diameter. A zone of erythema may 
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SEOUL EDL pM ople farmers, satlors and fishermen 
Who have spent a considerable part of thei Lit 


ne palpable only because of the scale 


in the open lesions are essentially Mat and 

\s senna keratoses can deve lop thle SCPULTIOUS 
cell carcinomas, tas urgent that cach lesion be 
destroyed. “Preatment can best be accomplished 
ly SUE LNA al CNCISION, clk n trocl SICCAHION Of clee tro 
surgical means. Sentle keratoses, particularly on 
the dorsa ol the hands and over the ears, re 
spond poorly to tradition therapy. 

Promented nevus (Benign nevus; benign mel 
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are found on all parts of the body and vary in 


vnoma, nevus proementosus ct pilosus ) 


sive, color and appearance. They may be that ot 
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The classification of the vartous nevi is) based 


on the histologic pieture, as the clinical appear 
ance of the lesions may give little indication of 
their true nature. 


Mlectrodesiccation or electrocoagulation — ts 


commonly uscd in treating nevi ot all) types, 
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malignant melanoma. Nevi are best treated by 
surgical excision, which should be followed by 
histologic examination of the tissue removed. 

Seborrheic keratosis——Seborrheic keratoses are 
raised, superficial lesions covered with a solt, 
greasy, verruca-like material. The lesions meas 
ure a few millimeters to several centimeters in 
diameter, are usually pigmented, and are seen 
in large numbers on the unexposed parts of the 
body, particularly the chest, the interscapular 
region and the waistline. Often they occur on 
the temples or arms as single or multiple lesions. 
Seborrheic keratoses develop slowly in’ persons 
of middle age or older and occasionally become 
infected following trauma. In) Negroes, large 
numbers of the lesions are common. Epithelioma 
of the basal cell type may rarely develop. The 
lesions are flattopped and have a “stuck-on” 
appearance. 

Treatment: consists of curettage and super 
ficial electrodesiccation of the base, or curettage 
followed by coagulation of the base with 50 per 
cent trichloracetic acid. 

Cutaneous tag—Cutancous tags composed of 
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epithelial and connective tissue elements occur 
most often over the neck and upper thorax but 
may be encountered elsewhere. They are not 
infectious and do not contain nevus cells. The 
tags may be clipped off and the base coagulated 
or they may be effectively destroyed by electro- 
desiccation. 
Verruca—The various types of verrucae, virus 
in origin, are not to be considered here. 
Molluscum contagiosuam—Molluscum conta- 


giosum, caused by a virus, will not be discussed. 


Epidermal Appendage Tumors 


Adenoma sebaceum (Pringle )—This_ condi- 
tion develops in childhood and consists of a 
number of small papules over the face sym- 
metrically distributed over the cheeks and along 
the sides of the nose, but occasionally involving 
the eyelids and the forehead. The papules are 
white to brown-red, smooth and firm. Adenoma 
scbaceum frequently is seen in association with 
mental retardation, epilepsy, tuberous sclerosis 
and other congenital abnormalities. 

Adenoma sebaceum does not respond well to 
irradiation therapy; malignancy does not occur. 
There is no satisfactory method of treatment. 

Sebaceous adenoma—Sebaceous adenoma of 
the senile type occurs in adults as a smooth, 
firm, round, elevated, sometimes pedunculated 
tumor of the scalp, face or forehead. It usually 
is found as a solitary lesion and measures up 
to a centimeter in diameter. Histologically there 
is hyperplasia of the sebaceous gland tissue and 
malignant change is extremely rare. Treatment 
is best accomplished by electrodesiccation and/or 
surgical excision. 

Syringoma—Syringoma occurs predominantly 
in women, develops at puberty and consists of 
numerous small, rather soft, yellowish nodules 
several millimeters in diameter or larger. The 
eyelids, chest, abdomen and anterior portion of 
the thighs commonly are involved. Syringomas 
are thought to originate in the ducts of the 
sweat glands, and are benign tumors. No treat- 
ment is necessary except for cosmetic reasons. 
Excellent results can be obtained by careful 
electrodesiccation. 

Cylindroma (turban tumors )—Cylindromas 
appear as numerous round tumors of varying 
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sizes on the scalp and legs. These frequently 
develop on the face and trunk, usually in young 
women, and increase in size and number 
throughout life. Grouping of the lesions occurs 
and the entire scalp may be covered. Histologi- 
cally the tumors are thought to represent ab- 
normal benign development of the apocrine 
sweat glands. Treatment consists of surgical ex- 
cision followed by grafting if necessary. 

Epithelioma adenoides cysticum—These le- 
sions are firm, pinhead to pea-sized, asymp- 
tomatic papules of varying color occurring sym- 
metrically on the face, especially in women. 
The onset is usually at puberty and they fre- 
quently are hereditary. Basal cell epithelioma 
occasionally may develop in some of the lesions. 
Treatment of choice is surgical excision for cos- 
metic purposes. 

Calcifying epithelioma (Malherbe )—This le- 
sion is a solitary, hard, deep-seated tumor cov- 
ered with normal skin and varying in size from 
0.5 to 5 cm. in diameter. Frequently it is flat 
and not detected except by palpation. The tumor 
often appears during childhood and causes no 
subjective symptoms. Most frequently the lesion 
is on the face or upper extremities, but it may 
be found on the trunk. Malignant degeneration 
does not occur. Wide surgical excision is the 
treatment of choice, as the lesion may recur. 

Sebaceous cyst—Sebaceous cysts vary in size 
and develop as round, soft, freely movable 
lesions unless secondarily infected, occurring fre- 
quently on the scalp and containing semisolid, 
cheese-like material which has a rancid odor. 
Malignant changes have been reported in up to 
2 per cent of the lesions. 

The lesion may be excised surgically if not 
infected, destroyed by electrodesiccation after 
emptying the contents, or evacuated and_ the 
sac injected with 2 per cent iodine solution or 
other sclerosing agents. 

Many benign tumors are of mesodermal origin 
and are composed of various kinds of tissue. 
They are classified according to type of tissue 
in the following discussion. 


Tumors of Fibrous Tissue 


Histiocytoma (dermatofibroma )—The lesions 
are found in adults, usually on the lower ex- 
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tremities, and vary in size from a few  milli- 
meters to several centimeters. They are nodular, 
yellowish to brown, or occasionally blue-black 
in color. The overlying skin may be depressed 
and adherent to the lesion. Solitary or multiple 
lesions occur which usually are asymptomatic; 
a history of trauma often is obtained. After 
slow development they remain relatively sta- 
tionary. There is no tendency for malignant 
change. The lesions may have a firm, button- 
like feel. Treatment is not necessary except 
when histologic examination is needed for diag- 
nosis, or for cosmetic reasons. Surgical excision 
is the treatment of choice. 

Keloid—Keloids are tumors composed of con- 
nective tissue which may arise spontaneously 
or, in predisposed persons, following trauma 
and/or infection. Lesions are of varying shapes 
and sizes and may cause contractures. The over- 
lying skin is atrophic and may show telan- 
giectasia. Keloids rarely undergo spontaneous 
involution, and occur more frequently in mem- 
bers of the colored races. Malignant change 
rarely occurs. 

Young superficial, small and vascular keloids 
can be treated successfully by filtered irradia- 
tion administered by a dermatologist or roent- 
genologist. Old keloids which are dense and 
avascular may be treated by surgical excision 
followed by irradiation in from one to two 
weeks. 


Tumors of Mucoid Tissue 


Myxoma—This rare tumor may occur in the 
subcutaneous tissues and may present itself as a 
circumscribed, soft, pale red lesion of varying 
size. It can occur anywhere on the body but is 
most commonly seen in the cheeks, axillae and 
back. The overlying epidermis appears normal. 
On cross section a clear, jelly-like fluid can be 
expressed. Myxomas occur spontaneously or as 
degenerated fibromas or neurofibromas. Only 
rarely do malignant changes occur. Surgical ex- 
cision is the treatment of choice. 

Synovial cyst—Synovial cysts occur most fre- 
quently on the dorsa of the hands, and appear 
as small, globular, translucent tumors with or 
without surrounding erythema. A clear mucin- 
ous fluid exudes when they are punctured. They 
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also occur over the fingers, particularly over the 
dorsa of index finger and thumb. 

Treatment is by surgical excision, which may 
be followed by recurrence of the cysts. X-ray 
and radium have been reported as successful, 
but should never be used in children because 
of possible damage to the epiphyses. 


Tumors of the Fatty Tissue 


Lipoma—Lipomas are tumors composed of 
fat cells and are found in the subcutaneous tis 
sues. Their size may vary from that of a pin- 
head to that of a human head. On palpation the 
masses are soft, round and lobulated, and may 
be single or multiple. Sites of predilection are 
the shoulders, back, neck, chest, abdomen and 
distal parts of the extremities. The overlying 
skin is normal and may or may not be freely 
movable over the tumor; malignant change is 
rarely observed. 

Treatment is by surgical excision when in- 
dicated for cosmetic reasons or discomfort be- 
cause of position. Recurrence does not result if 
the tumor is completely removed. 


Tumors of the Nerve Tissue 
1 the N 1 


Neuroma—These are rare benign tumors 
which occur in the skin and may be single 
or multiple. They appear as small, red to brown 
nodules and are usually tender and _ painful. 
Sites of predilection are the shoulders, the ex- 
tremities, the buttocks and amputation stumps. 
They usually develop during middle age and 
vary in size from 1 to 2 mm. to 3 cm. His- 
tologically they vary depending on the nerve 
and fibrous tissue present; that is, there may be 
more nerve components in one tumor and, in 
another, more tissue resembling nerve sheaths. 
Treatment is by surgical excision. 

Neurofibromatosis — This condition, called 
von Recklinghausen’s disease, is a symptom 
complex in which changes have been recorded 
in almost all organs and systems. The skin may 
be strikingly involved with multiple tumors of 
varying size which may be flesh-colored to 
brown, and semiglobular or pedunculated. Oc- 
casionally, large pendulous masses are seen. In 
addition the skin may show brownish macules 
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which vary in size and are known as café au 
lait spots. These develop early in life and may 
progress. Histologically the tumors develop from 
nerve sheaths; malignant change is rare. Surgi- 
cal excision of large lesions and those lesions 
subject to trauma is recommended. 


Tumors of Vascular Tissue 


Hemangioma—(1) Port-wine nevus (birth- 
mark): 

This is a superficial capillary hemangioma 
which usually occurs about the face, neck or 
scalp as an irregular red patch. The lesion may 
blanch on pressure and may become more in- 
tensely colored during exercise or emotional 
excitement. Port-wine nevi usually are present 
at birth and may be associated with other con- 
genital abnormalities such as intracranial an- 
giomas. Rarely do they disappear spontaneously. 

Treatment is not recommended. X-ray and 
radium should not be used. Especially prepared 
cosmetics applied once or twice a day help to 
hide the lesions. 

(2) Strawberry nevus: This is a raised he- 
mangioma which, in addition to dilated capillar- 
ies, shows proliferation of the capillary endothe- 
lium. It is rather soft and bleeds easily when 
traumatized. Usual sites are the face, shoulders 
and extremities, but strawberry nevi may be 
found anywhere on the body surface. They vary 
in size from a few millimeters to 6 cm. or larger. 
The lesions usually are present at birth and may 
enlarge progressively; many, however, will dis- 
appear spontaneously. 

Treatment of choice is careful injection with 
sclerosing solutions at monthly intervals, judi- 
cious use of superficial electrodesiccation, or 
x-ray or radium therapy in the hands of one 
especially trained in its use. 

(3) Angioma cavernosum: This is a tumor 
composed of angiomatous vessels and_blood- 
filled spaces between the vessels. It is bluish 
red in color, may be pedunculated, and varies in 
size from a small nodule to a lesion which 
covers a large area of the body surface. The 
lesions may enlarge during exercise and may be 
painful. Some will disappear almost completely 
on compression. 

If the lesion is small it may be treated suc- 
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cessfully by the injection of sclerosing solutions. 
Large lesions may require surgical excision or 
x-ray and radium therapy. 

Granuloma pyogenicum—This tumor is a 
soft, raised, fleshy lesion composed of exuberant 
granulation tissue and is secondary to infection 
with pyogenic organisms. It occurs most fre- 
quently on the hands or face following trauma. 
It develops rapidly and may bleed quite easily 
without further trauma. Lesions can be effec- 
tively destroyed by electrodesiccation. 

Senile hemangioma—These are small (1 to 3 
mm.) nodular lesions which are dark red in 
color and soft. Multiple lesions occur in older 
people on the scrotum, trunk and face. Treat- 
ment by electrolysis or with superficial electro- 
desiccation is successful. 

Nevus araneus (spider nevus )—Spider nevi 
are small angiomas which are composed of a 
central punctum from which fine vessels radi- 
ate, thus resembling a spider. These are not un- 
common and are seen on the chest and face, 
most frequently with liver disease or pregnancy. 
Very careful treatment with electrolysis eradi- 
cates these lesions without scarring. 

Lymphangioma—Lymphangiomas are tumors 
consisting of lymphatic tissue and are present at 
birth or develop in childhood. Tumors of the 
superficial lymphatics occur most frequently on 
the shoulders, neck, face and extremities. These 
appear as slowly enlarging, grouped, transpar- 
ent vesicles resembling “frog’s spawn.” Some 
vesicles may appear verrucous; there are no 
subjective symptoms. A deep type called lym- 
phangioma cavernosum is seen less commonly. 
They appear as deep red, compressible lesions 
which usually are present at birth and occur 
most frequently on the extremities, but also on 
the lips and tongue. Malignant change is rare 
in either type. 

Electrodesiccation of the smaller superficial 
lymphangiomas and surgical excision of the 
larger ones is the treatment of choice, but recur- 
rences are frequent. Carbon dioxide snow has 
been used with good results in superficial le- 
sions. They are not radiosensitive. 

Glomus tumor—Glomus tumors are pink to 
purple in color and are usually seen in the fin- 
gernail bed and finger tips, but may be seen 
elsewhere. They vary from a few millimeters to 
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several centimeters in size, are very tender and 
painful and are rarely multiple. They usually 
are encapsulated and are benign lesions. Surgi- 
cal removal is the treatment of choice. 


Tumors of the Muscular Tissue 


Leiomyoma—Leiomyomas are small, red to 
brownish nodules which occur on the extremi- 
ties, back or face, and tend to be arranged in 
groups. The lesions are usually painless at first, 
becoming quite sensitive as enlargement occurs. 
The size varies from a few millimeters to 2 cm.; 
they arise from arrectores pilorum muscles and 
are movable in the skin. Surgical excision is the 
treatment of choice, but new lesions frequently 
continue to develop. 

Granular cell myoblastoma—This tumor is a 
small nodule which may occur anywhere on the 
skin, but which is seen most frequently on the 
tongue. It is slow growing and quite painful at 





THE DRUGGIST 


The druggist is the doctor's friend, 
He serves him with devotion. 
For him his shelves and counters bend 


With every pill and potion. 


The druggist works with all his might, 
He gets down early, Monday. 

He toils away till late at night; 
His store is open Sunday. 

The druggist’s quite a pleasant man, 
His jokes are sometimes ribald. 

And best, he reads (no other can) 
The words the doctor’s scribbled. 
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times. Histologically it is regarded as embryonal 
striated muscle cells and thus represents a rhab- 
domyoma. It generally is considered to be 
benign, although malignancy has been reported. 
Surgical excision is the treatment of choice. 


Tumors of Osseous Tissue 


Osteoma cutis—Osteomas are single or multi- 
ple, hard, round, sharply defined growths of 
various sizes located within the skin. The lesions 
may be primary or secondary, the latter result- 
ing from chronic infection, trauma or irradia- 
tion. The primary type develops spontaneously, 
usually in young persons, and the sites of pre- 
dilection are the scalp, forehead, cheeks and 
chin. Histologically they are composed of bone, 
but frequently cartilage is also a part of these 
benign tumors. Surgical excision is the treat- 
ment of choice. 


RICHARD ARMOUR 


TALKING POINT 


Patients want a chap to chatter, 
Tell precisely what's the matter, 
Give them all the gruesome story, 
Never mind if it is gory. 

Go ahead—they mean it, really— 
Speak up, doc, they say, quite freely 


So let’s say you do it, 

Word by word explain all through it. 
Then what happens? [f it’s trivial, 
They insist you're just convivial. 

If it’s, as you tell them, serious, 
You're a brute—and they're delirious. 
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be due to many diverse and quite unrelated causes. Obvious- 

ly it is essential to recognize and understand the reason for 
absent menses before attempting the treatment thereof. Therapy, 
otherwise, is apt to be blundering, indiscriminate, wasteful of pre- 
cious time, or even dangerous to life itself, if, for example, an 
ovarian or adrenal tumor with malignant potentialities is over- 
looked. 

Correct appraisal requires careful detailed questioning, a thor- 
ough, scrutinizing physical examination, systematic thinking in 
terms of physiologic mechanisms and probable organ level of causa- 
tion, and the application of measuring sticks, such as basal body 
temperature studies, vaginal smears, hormone assays, etc., for the 
establishment of a definite diagnosis. 

The charts, graphs, microphotographs and illustrative cases as- 
sembled for this exhibit have been arranged and classified in order 
to clarify the underlying factors responsible for amenorrhea, the 
various procedures which may be utilized to arrive at a diagnosis, 
and the selection of the appropriate therapy for a particular case. 


. orerer is a symptom of fairly common occurrence and may 
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THE PHYSIOLOGIC BASIS OF MENSTRUATION (Current Concepts) 
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FIGURE I. Diagrammatic representation of hormonal relationships 
affecting the endometrium ‘to produce menstruation. 


The hypothalamus is the seat of centers which 
integrate the activity of the central and auto- 
nomic nervous systems, and the endocrine 
glands. It initiates activity in the anterior pitui- 
tary gland which in turn secretes gonad-stimulat- 
ing hormones: (1) FSH—follicle-stimulating; 
(2) LH—luteinizing and (3) LTH—luteo- 
trophic (?). 

These gonadotropins activate the ovaries to 
produce estrogen and progesterone. These steroid 


substances stimulate the growth of the endo- 
metrium. When the ovarian hormones reach 
sufficiently high blood serum levels, the produc- 
tion of pituitary gonadotropins is suppressed 
temporarily. This results in a prompt fall of 
estrogen and progesterone production. 

Consequently, the endometrium, suddenly de- 
prived of its hormonal support, breaks down 
and bleeding results—the phenomenon of men- 
struation. 
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FIGURE 2. Cyclic changes associated with menstruation. 


1. In the first half of the cycle the endo- 
metrium undergoes progressive proliferation 
with elongation of its glands and blood vessels. 

2. In the second half of the cycle the endo- 
metrium increases further in thickness. The 
glands become more dilated and tortuous and 
show signs of active secretion, while the spiral 
arteries become more coiled. 

3. With the cyclic drop in ovarian hormone 
level the endometrium regresses, the arteries 
buckle, and necrosis and sloughing of the endo- 
metrium occurs. 

Cyclic changes in the vaginal mucosa may be 
demonstrated by vaginal smears. Rising estrogen 


titer leads to increasing cornification, evidenced 
by preponderance of large, clear, polyhedral, 
acidophilic cells with pyknotic nuclei. (B and C.) 

Progesterone effect is shown by curling and 
folding of cell edges and a gradual shift to baso- 
philic staining (D). 

The normal menstrual cycle is characterized 
by a biphasic basal temperature curve. 

A rise of at least 0.6° F., frequently following 
a small drop at or about midcycle, signifies ovu- 
lation has occurred. 

The higher temperature level maintained 
throughout the luteal phase is due to proges- 
terone. 





CLASSIFICATION OF AMENORRHEA on Basis of Organ Level of Origin or Causation 


/ V. Pituitary level en wae we 


1. Adenohypophysial 
insufficiency 

Infantilism with 

dwarfism 


b. Eunuchoidism tS 
c. Simmonds’ disease 
(pituitary cachexia) 
Sheehan’s syndrome 
(pituitary insufficiency 
» without cachexia) 
. Functional tumors 
a. Eosinophilic adenoma 
(acromegaly) 
b. Basophilic adenoma 
(Cushing’s disease) 
. Nonfunctional tumors 
a. Chromophobe adenoma 
b. Craniopharyngioma or 
any other space- 
consuming lesion 
compressing the 
adenohypophysis 
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NUTRITIONAL 
1. Starvation 
a. Famine 


b. Improper dieting < 


lo 


. Obesity 

3. Chronic debilitating 
disease 

4. Anemia 


III. Adrenal level 
. Addison’s disease 
(occasionally) 

. Hyperadrenocorticism 
(hyperplasia, adenoma or 
carcinoma) 
a. Adrenogenital 
syndrome > 
b. Cushing’s syndrome ¥ 
c. Mixed, i.e., a and b 
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I. Utero-cervical-vaginal 
level 
. Congenital absence or 
aplasia of uterus 
. Hysterectomy 
3. Destruction of 
endometrium 
a. Mechanical 
b. Infections 
c. Irradiation 
. Atresia of vagina or cervix 
. Imperforate hymen (false 
amenorrhea) 
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1. Amenorrhea is a symptom. It has many 
causes, some serious, others inconsequential. 

2. Differential diagnosis is essential to deter- 
mine “if” and “what” therapy is indicated in 
each case. 

3. Systematic thinking in terms of physiologic 
mechanisms, and probable levels of origin, facili- 
tates diagnosis. 

4. Indiscriminate therapy may be useless or 
actually harmful. Select a logical plan. 


5: The objective of therapy is initiation of 
spontaneous ovulatory cycles and their continu- 
ance after treatment has been stopped. 

6. Repeated production of withdrawal bleed- 
ing is not a cure and is justifiable only if cure 
is impossible. 

7. Where cure is impossible, avoid expensive, 
prolonged and fruitless therapy except where 
estrogen administration is indicated for other 
reasons. 








CLASSIFICATION OF AMENORRHEA on Basis of Organ Level of Origin or Causation 


* VI. Hypothalamic level \ 
1. Emotional disturbances 
a. Anorexia nervosa 
b. Pseudocyesis 
2. Environmental change 
a. Climatic or travel 
amenorrhea 
b. Boarding school 
amenorrhea 
3. True psychoses 
™* 4. Lactation (?) 
7 5. Organic lesions (i.e., 
\ tumors and ; 
\ inflammations) 


Y Iv. Thyroid level 
1. Hypothyroidism 
2. Hyperthyroidism 


*1T. Ovarian level 
1. Absence of ovaries 


a. Congenital aplasia PHYSIOLOGIC 
b. Surgical removal . 

2. Functional inactivation > 1.1 regnancy 
due to 2. Lactation 
a. Irradiation or 3. Menopause 





b. Prolonged and excessive 
administration of 
hormones 

3. Functioning tumors 

a. Follicle cysts, 
persistent 

b. Corpus luteum cysts, 
persistent 

c. Virilizing tumors, i.e., 
arrhenoblastoma 

d. Feminizing tumors, i.e., 
granulosa-cell type 

4. Nonfunctioning tissue- 
replacing tumors 
5. Ovarian insufficiency 
. Preadolescent 
eunuchoidism 
. Stein’s syndrome (bilateral 
polycystic or oyster 
ovaries ) 
INTERSEXUALITY 
1. Male pseudohermaph- 
roditism 
2. True hermaphroditism y, 
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ILLUSTRATIVE 


CASES 


HYPOPITUITARISM (due to tumor, probably craniopharyngioma) 


5 R. L., age 24 
Primary amenorrhea 


Short stature 

Absent axillary and pubic hair 
Very slight breast development 
Partial atrophy of left optic nerve 


Therapy: Cyclic stilbestrol administration result- 
ed in development of secondary sex characteris 
tics and produced regular withdrawal bleeding 











FIGURE I 
Note enlarged sella 
Note left visual field defect 
CUSHING'S DISEASE (Pituitary Basophilism ) 
J. C., age 29 Amenorrhea of four years’ duration 
; 
FIGURE 2 











Before treatment Six months after pituitary irradiation 
Buffalo obesity—weight 235 pounds: 
Heterosexual hypertrichosis 
Plethoric appearance 
Diabetes—two years 


Loss of 55 pounds 

Return of normal regular menses 
CHO tolerance became normal 
No change in hirsutism 

No roentgenologic evidence of adrenal tumor 

Diet alone brought no improvement 








ACROMEGALY 


E. B., age 20 
Onset of amenorrhea 


Age 24—Almost complete 
loss of vision, increased 
intracranial pressure, 
enlarged sella (x-ray). 
Physical findings showed 
early acromegalic changes 
Therapy: Attempted 
transfrontal hypophysec- 


tomy 


Partial transphenoidal 
hypophysectomy 


Pituitary irradiation 


Cyclic stilbestrol therapy 
instituted at age of 45 
produced regular with 
drawal bleeding 





FIGURE 3 E. B., age 24 E. B., age 45 


Note progression of acromegalic features, also 
dark areolar pigmentation due to stilbestrol 
administration, at age 45 





Visual fields, age 24. Note 
characteristic bitemporal 
visual defect 








SHEEHAN’S SYNDROME V.R., age 35 


Amenorrhea for 16 years 


Onset of amenorrhea at 
age 19 after third preg- 
nancy complicated by 
severe postpartum 
hemorrhage 


Gained 50 pounds 


Had complete loss of 
libido 


Note: Myxedematous 
appearance 
Breast and genital 
atrophy 
Absence of body hair 


Absent FSH 

Low 17-ketosteroids (4 
mg. per 24 hoursf 

Basal metabolic rate, —32 
Blood cholesterol, 186 
ing. per cent 


FIGURE 4 





Before treatment After treatment 


Note improvement after seven months of thyroid and dietary therapy. 
Amenorrhea persists (estrogenic therapy has not been given) 








CUSHING’S SYNDROME (due to adrenal cortical tumor) 


E. Z., age 39 
Amenorrhea for two years 


Hirsutism 

Acne 

Plethoric moon-face 
Muscular weakness 
Osteoporosis 

Pathologic rib fractures 
Hypertension 


Diabetic glucose tolerance 
curve 

Normal FSH 

High 17-ketosteroids 
(92.6 mg. per 24 hours) 
High 11-oxysteroids 
(2.92 mg. per 24 hours) 


Patient died fifth day 
postoperatively 





FIGURE 5 
Note disproportionately thin extremities 
even though buffalo obesity is not present. 
Roentgenogram following perirenal gase- 


ous insufflation. Note tumor above left 
kidney 








ADRENOGENITAL SYNDROME 


C. C., age 38 
Amenorrhea of nine months’ duration 


Heterosexual hypertrichosis, 15 months 
Clitoral hypertrophy (see below) 

Atrophy of breasts 

Blood pressure 120/60 

Retrograde pyelograms showed downward dis- 
placement of right kidney 

Adrenal cortical carcinoma removed 

Patient died postoperatively 


FIGURE 6 





Retrograde pyelogram 
showing downward 

displacement of right 
kidney and flattening s. 
of upper calyx Note enlarged clitoris 














ANOREXIA NERVOSA 


J. B., age 24 

Amenorrhea, anorexia and 
frigidity, all of four years’ 
duration 


Loss of 60 pounds in weight 
(145 to 85 pounds) 

Normal breasts 

Vaginal atrophy 

Infantile uterus 

Normal body hair 

Muscular wasting 

Edema of legs and thighs 


FSH negative at 5 m.u. 
17-ketosteroids 7 mg. per 24 
hours 


Therapy: High protein and 
vitamin diet 
Reassurance 
Later, methyl testosterone 
a for metabolic effects 
” Finally, Premarin, given 
FIGURE 7 1949 1951 when six months cyclically for two cycles 
pregnant 





Results: Patient became 
pregnant during second cycle 








SURGICAL CASTRATE 


B. R., age 32 
Primary amenorrhea 
as a result of surgical 
castration at age 7 


ut 


Sexual infantilism 
Eunuchoid propor- 
tions: height 65 inches, 
span 71 inches, 
symphysis to heel 36 inches 
Hip girdle obesity 
Huge buttocks 
(steatopygia) 
Contracted, anthro- 
poid-type pelvis 
Disabling osteoporosis 
when age 31 

FSH positive at 80 m.u. 
17-ketosteroids 6.8 mg. 
per 24 hours 


be 





ball 


FIGURE 8 








Treatment with estrogens indicated to develop secondary 
sex characteristics and to treat osteoporosis. Production of 
withdrawal bleeding is a secondary consideration except 
possibly for psychologic reasons 
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ARRHENOBLASTOMA L 


An norrhea, two years’ duration 


W., age 25 


Increasing hirsutism, two years 
Clitoral hypertrophy 

Atrophy of breasts 

Enlarged right ovary palpated 


Ovarian tumor (arrhenoblastoma ) 
removed. Menses appeared four weeks 
following surgery. Patient became 
refeminized, subsequently became 
pregnant and delivered a normal child 





Appearance of tumor bisected 





Note clitoral hypertrophy 








FIGURE 
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OVARIAN APLASIA (Turner's Syndrome ) 


M. A., age 27 


am Primary amenorrhea 


ee No breast development 
Short stature 
Stocky build 
Broad, bulging chest 

‘ Sparse pubic and axillary 
hair 









Cubitus valgus 
Short webbed neck with 
low hair line 





FSH positive at 160 m. 
(high) 





, 


a 






Appearance of pelvic organs in this syndrome 

\, B, E: Uterus and tubes infantile in size but normal in 
development 

1D: White linear streaks represent aplastic ovaries 
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MALE PSEUDOHERMAPHRODITISM 


J. W., age 29 Primary amenorrhea 


Tall stature 
Eunuchoid proportions 














i ( 
Large breasts 
. Absent axillary and pubic hair 
Blind vaginal pouch 
ot Absent uterus and cervix 
‘ FSH 96 m.u. in 24 hours 
Oa 
* 
be 
Pelvic organs at surgical exploration 
“ry . oe 
FIGURE II é at ? ya] 
a Ne Ws Sete | 
, 2 sats 
Aree} eet 
Shor gies 
. " ae 
ny pre foe 
Microscopic section of gonad shows a fetal testis 
POLYCYSTIC OVARIES (Stein's Syndrome ) 
V. M., age 19 
Primary amenorrhea 
Hirsutism 
Acne 
Bilaterally enlarged ovaries 
a Diabetic glucose tolerance curve 
17-ketosteroids 21.1 mg. in 24 
hours 
FSH 34 m.u. in 24 hours 
ay 
a 


FIGURE I2 

















Microscopic section of ovary (x30) showing multiple 
small cysts beneath a thick capsule. Note lack of nor- 
mal primordial follicles in the dense stroma 

Therapy: Bilateral wedge resection. Menses occurred 
five weeks later and continued regularly thereafter. 
Slight improvement in hirsutism and carbohydrate 
tolerance 








SPECIFIC DIAGNOSTIC PROCEDURES FOR STUDY OF AMENORRHEA 


It is mandatory to precede specific studies by a complete history and 
physical examination including pregnancy test where indicated. 


1. Neostigmine (prosticMinE®) Test—Useful 
only in secondary amenorrhea of short duration. 
Absence of bleeding is presumptive evidence for 
pregnancy. 

2. Hormonal Testing—(a). To test for pres- 
ence of estrogen, give progestins. Bleeding 
confirms presence of estrogen-primed endo- 
metrium. Failure of bleeding to occur suggests 
lack of estrogen or insufficiency or absence of 


NORMAL 


Rectal tenpersture F 


Note: Characteristic rise of at least 0.6° F. 





functioning endometrium. (b). To test for pres- 
ence of functioning endometrium, give estrogen. 
Bleeding confirms presence of functioning endo- 
metrium. 

3. Basal Body Temperature Records (BBT)— 
Temperatures should be taken rectally for five 
minutes at the same time every morning before 
arising. 





at or about 
time of ovulation and temperature fall at time of menses. 


HYPERESTRINISM 
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Note: Flat record at lower temperature zone without cyclical change. 


HYPOESTRINISM 
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Recta/ temperature 
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Note: Wide fluctuations of temperature without cyclical change. 


PREGNANCY 


| 
| 






Recta/ tempersture 
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Note: Persistent elevated temperature following ovulation. 





n. 
O- 





4. VAGINAL SMEARS (Shorr-Trichrome stain technic) 
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ETHER 
~ Tae 
Aspirate vaginal secretion — ; 
from posterior fornix. Streak ail 
lightly on labeled slide. Do 1 


not allow to dry. Immediately 
fixin #1 for one to two 


minutes. 
(= (ae >, 
y any) 
[ Yl 
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LCOHOL 
ALCOHOL 
, TO% 5% 
as” ra ‘ 
“es Drain. Dip a 
— -, . ’ ” -_ 
— in #4 — 
—-* ten times. a 


: ‘ae “ od 


- y 22 
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ke So ee See 


1. ATROPHIC. Note small 
rounded cells with large nu- 
clei from basal (deep) layer, 
many leukocytes and much 
debris. 





3. NORMAL (Postovula- 
tory). Note large, flat, poly- 
hedral pink cells with pyk- 
notic nuclei; clumping, curl- 
ing and folding of cell edges 
indicate progesterone effect. 


TRICHROME 
STAIN 
(SHORR) | 


Drain. Place 
in #2 for 4 
one minute. 
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Drain. Clear in | 
#5 and mount ‘tym! 
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2. MODERATE DEFICIEN- 
CY. Note small basophilic 
epithelial cells with moder- 
ately large nuclei. 





4. HYPERESTRIN. Note 
nearly all epithelial cells are 
fully cornified. 


Drain. Dip 
in #3 


ten times. 








5. ENDOMETRIAL BIOPSY 





Atrophic (lack of estrogen) 


6. URINARY GONADOTROPIN ASSAY 
(FSH): to to 50 mouse units in 24 hours — nor 
mal range. Less than 6 mouse units suggests pri- 
mary pituitary failure. More than 80 mouse units 
suggests primary ovarian failure. 


7, URINARY PREGNANEDIOL EXCRE 
TION § (index of 


Rarely needed. 


progesterone production). 


Hypertrophic (too much estrogen) 


8. VISUALIZATION PROCEDURES. (a) 
Flat plate of pelvis may demonstrate calcifica- 
tion—as in a dermoid or teratoma. (b) Com 
bined pneumoperitoneum and_hysterosalpingo 
graphy (Stein) gives information about relative 
size and position of uterus and ovaries. (c) Cul 
doscopy and peritoneoscopy. 


TREATMENT 


CLASSIFICATION OF AMENORRHEA FOR PURPOSE OF SELECTING THERAPY 


1. Primary amenorrhea: failure of onset of 
menstruation by the seventeenth to eighteenth 
year. 

2. Secondary amenorrhea: cessation of men- 
ses. (a) First episode of recent origin (one to 
three months’ duration). (b) Recurrént or per- 
sistent absence of menses. 


TYPES OF THERAPY 
Nonspecific Therapy 


1. Adequate diet, especially proteins and vita- 
min B, for nutrition; increased calories for un- 
derweight, reduced calories for overweight. 

2. Iron, with or without other antianemic 
principles, for anemia. 

3. Desiccated thyroid to tolerance as a meta- 
bolic stimulant. Dosage varies with the individ- 
ual, usually 1 to 3 gr. daily. (This, however, is 
specific therapy for the amenorrhea associated 
with hypothyroidism.) 


4. Psychotherapy for emotional adjustment 
and reassurance. 


Specific Therapy 


1. Prostigmine—for potentiation of uterine 
vascular response. 

2. Estrogens—for substitution or supplemen- 
tation of estrogen deficiency. 

3. Progestins—for substitution or supplemen- 
tation of progesterone deficiency or for counter- 
acting excessive estrogen activity. 

4. Gonadotropins—for stimulation of ovaries 
capable of responding. 

5- Low dosage irradiation of ovaries and 
pituitary—for so-called stimulating effect. 

6. Destructive irradiation—for inactivation of 
abnormal tissue interfering with normal ovarian 
function. 

7. Surgery—for removal of abnormal tissues 
interfering with normal ovarian function. 








a hours, unless pregnancy or other endocrine 


In secondary amenorrhea of recent origin: cause exists. 
(one to three months’ duration, category 2a): In all other categories give only nonspecific 
Give prostigmine 1:2000 solution, 1 cc. intra- therapy until definitive diagnosis has been estab- 
muscularly daily for three days or combined lished. Withhold all specific therapy until the 
estrogen-progesterone (Zondek rapid method). following studies have been made. 


: Evaluate estrogen-progesterone activity by 
| intramuscularly sen-prog y Dy} 


Estradiol benzoate 2.5m serial vaginal’ smears (at least four at weekly 
on two é ‘ ; ? 
Progesterone 5 mg. PO intervals) and/or endometrial biopsies. 
J Successive days : : 
2. Watch basal body temperature chart (BBT) 
(These methods are also presumptive preg- for evidence of spontaneous ovulation. 
nancy tests.) Bleeding usually occurs in 48 to 72 3. Assay urine for gonadotropins. 


SPECIFIC THERAPY 


If vaginal smears, endometrial biopsy, and BBT suggest hyperestrinism or progestin insufficiency, give progestins 
for 10 to 14 days and repeat at monthly intervals. For dosage, see below. (Follicular cysts or tiny estrogen-produc- 
ing tumors are difficult to rule out.) 





ENDOMETRIAL BIOPSY 


VAGINAL SMEAR 


SUP /Te 


xe 


ReCOAH7 Le 


o7l 
4 14 28 
DAs 


BASAL BODY TEMPERATURE CHART 


If vaginal smears and BBT resemble those of pregnancy, consider corpus luteum cysts (rare). Definitive therapy 
is not established. Spontaneous remissions may be expected or surgical interference may be necessary. 
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VAGINAL SMEAR BASAL BODY TEMPERATURE CHART 


If bilateral polycystic or oyster ovaries are suspected (Stein’s syndrome), wedge resection is the treatment of choice. 
(Rationale not completely understood.) 
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DAYS OF THERAPY 


SELECTION OF SPECIFIC THERAPY ON BASIS OF URINARY GONADOTROPIN ASSAY 


(Where assay facilities are not available, assume the gonadotropins are normal.) 


Normal gonadotropins (6 to 50 mouse units 
per 24 hours). Prognosis is good. (1) Test endo- 
metrial response to progestins: Progesterone, 10 
mg. intramuscularly; anhydrohydroxyproges- 
terone, 20 to 60 mg. buccally; anhydrohydroxy- 
progesterone, 40 to 80 mg. orally—drug selected 
to be given daily for five days. 

Dosage must be sufficient to produce charac- 
teristic rise in BBT. Bleeding means estrogen- 
primed endometrium is present. 

If bleeding fails to occur. (2) Test endometrial 
response to estrogens: Give stilbestrol orally, 1 
mg. daily for one week, 2 mg. daily for one 
week, 3 mg. daily for the third week, and none 
for the fourth week. Bleeding usually occurs on 
the fifth day of omission and lasts about five 
days. If bleeding does not occur, (a) suspect en- 
dometrial absence or abnormality; (b) confirm 
by endometrial biopsy; (c) correct cervical stric- 
ture, if present. 

If bleeding does occur (proving presence of 
functioning endometrium), (3) give combined 
estrogen-progesterone cyclically for three months. 
Give stilbestrol as above, and add _ progestins 
from the twentieth to twenty-fifth day. 

If spontaneous menses do not occur in suc- 
ceeding three months, (4) give gonadotropins: 
Pregnant mares’ serum, 3000 1.U. intramuscular- 


ly daily for five days, followed by chorionic 
gonadotropins, 1500 I.u. every other day for three 
doses. (Lower dosage may be effective.) Bleed- 
ing may be expected in 10 days. Repeat for two 
or three cycles. 

If spontaneous periods are not established, 
(5) give low dosage pituitary-ovarian irradia- 
tion: 75 to 100 r (in air) to ovaries and pituitary, 
once weekly for three weeks. Before proceed- 
ing, check patient again for possible early preg- 
nancy. 

Low gonadotropins (less than 5 mouse units 
per 24 hours) means pituitary failure. Prognosis 
is doubtful. (1) Give combined estrogen-proges- 
terone therapy for three months. Hope for re- 
surgence or “rebound” of pituitary activity. If 
spontaneous menses are not re-established in the 
next three months, (2) give gonadotropins for 
two or three cycles. If unsuccessful, (3) try low 
dosage pituitary-ovarian irradiation. 

High gonadotropins (80 mouse units or more 
per 24 hours) means ovarian failure. Prognosis 
is poor. (1) Administration of gonadotropins is 
useless. (2) Give estrogens, alone or combined 
with progesterone, cyclically to produce regular 
withdrawal bleeding. Dosage may be diminished 
gradually. 


The treatment described above does not apply to amenorrhea due to the following causes: 


NINE og toi aoe das iains where treatment is obviously unnecessary. 
2. Absence of uterus or endometrium. . where treatment is obviously useless. 
3. Tumors or hyperplasia of endocrine glands bs here treatment of the underlying disease 
4. Severe debilitating diseases . Lrather than the amenorrhea, is mandatory. 











REFERENCES 


Hypothalamus 


ANDERSON, Evetyn and HayMaker, Wess: Influence of the hypo- 
thalamus on sexual function. J. Am. M. Women’s A. 3:402-406; 
457-461 (October and November) 1948. 

Friepcoop, H. B.: Neuroendocrine and psychodynamic aspects of 
endocrinopathies. In: Wittiams, R. H.: Textbook of Endocrin- 
ology. Philadelphia, W. B. Saunders Company, 1950. 


Hypophysis 


Astwoop, E. B.: The regulation of corpus luteum function by 
hypophysial luteotrophin. Endocrinology 28:309, 1941. 
Fevoto, H. L.: Synergism of follicle-stimulating and luteinizing 
hormones in producing estrogen secretion. Endocrinology 28:33, 
194I. 
Friepcoop, H. B.: 


Function of the hypophysis. In: Oxford Loose 


Leaf Medicine, vol. III, part 3, 1946. 
Ovary 


ALBRIGHT, F., Hatstepo, J. A. and Creney, E.: Studies in 
ovarian dysfunction. Il. The application of the ‘thormonal measur 
ing sticks’’ to the sorting out and to the treatment of the various 
types of amenorrhea. New England J. Med. pp. 212-250, 1935. 
SmitH, G. V.: The ovaries: In: Witttams, R. H.: Textbook of 
Endocrinology. Philadelphia, W. 
349-387. 


B. Saunders Company, 1950, pp. 


Endometrium 


Burcn, J. C. and Pxetrs, D.: Endometrial Clin. 
Endocrinol. 3:475, 1943. 

Markee, J. E.: The Morphological and Endocrine Basis for Men- 
strual Bleeding. Progress in York, Grune & 


Stratton, 1950, vol. 2, 


biopsy. J. 


Gynecology. New 
Pp. 63-74. 


Vaginal Smears 


De ALLENpDE, INes, L. C., SHorr, Eptrraim and Hartman, C. G.: 
A Comparative Study of the Vaginal Smear Cycle of the Rhesus 
Monkey and the Human. Contributions to Embryology. Wash- 
ington, D.C., Carnegie Institute, vol. 31, pp. 1-6 (December 
22) 1943. 

PapanicoLtaou, G. N., Marcnetti, A. A. 
Epithelia of Reproductive 
Commonwealth Fund, 1948. 

SuHorr, E.: 


and Traut, H. F.: The 


Women's Organs. New York, The 


New technique for staining vaginal smears, a differ- 
ential stain. Science 94:545 (December) 1941. 


Basal Body Temperature 


Buxton, C. L. and Arxinson, W. B.: Hormonal factors involved 


in the regulation of basal body temperature during the men- 
strual cycle and pregnancy. J. Clin. Endocrinol. 8:544 (July) 
1948. 


Davis, M. E. and Fuco, N. W.: The causes of physiological basal 
temperature changes in women. J. Clin. Endocrinol. 8:550, 1948. 
PALMER, ALLAN: The diagnostic use of basal body temperature 
in gynecology and obstetrics. Obst. & Gynec. Surv. 4 (February) 
1949. 


Gynecography (Combined Pneumoperitoneum and 
Hysterosalpingography) 


Sremn, I. F.: Gynecography: X-ray 
Clin. North America 23:165-180; 
212 (August) 1932. 


diagnosis in gynecology. S. 
Surg., Gynec. & Obst. 55:207- 


Tests and Therapy 


Bectere, Craupe and Simonnet, H.: L’amenorrhee hypohor- 
monale. Son fraitement par une seule dose faible de folliculine— 
lute’ine. Presse méd. 53:278-279 (June) 1945. 

Davis, E. M. and Hetisaum, A. A.: Present status of gonado- 
tropic therapy in gynecelogic practice. J. Clin. Endocrinol. 3:517, 
1943. 

Finkier, Rita S.: Evaluation of hormonal and radiation therapy 
in 190 cases of functional sterility and secondary 


Am. J. Obst. & Gynec. 58:559-564 (September) 1949. 


amenorrhea. 


July 1952 


4: 


5. 


oo 


14. 


vi 


wv 


™ 


7) 


oo 


oO. 


The illustration of ovarian aplasia is reproduced from 
and Lisser, H.: The congenital 
primary amenorrhea, short 


GutermMan, H. S.: The physiological basis for the clinical appli- 
cation of progesterone. J. Clin. Endocrinol. 10:641, 1950. 
Kaptan, I. I.: The use of high voltage roentgen therapy in the 
treatment of amenorrhea and sterility in women. Am. J. Roent- 
genol. 59:370-377 (March) 1948. 

Kurneretter, H. F., Jr., Atsricnut, F. and Griswoip, G.: Ex- 
perience with a quantitative test for normal or decreased amount 
of follicle-stimulating hormone in the urine in endocrinological 
diagnosis. J. Clin. Endocrinol. 3:529, 1943. 

Mazer, CHarves and Baer, Georce: The therapeutic value of low 
dosage irradiation of the pituitary gland and ovaries in func 
tional menstrual disorders and sterility. Am. J. Obst. & Gynec. 
37:1015-1024 (June) 1939. 

Raxorr, A. E.: Studies on high dosage progesterone therapy of 
amenorrhea. Am. J. Obst. & Gynec. 51:480, 1946. 

Reirenstein, E. C., Jr.: Endocrinology: A synopsis of normal 
pathologic physiology; diagnostic procedures and therapy. M. 
Clin. North America 28:1232, 1944. 

Rypserc, Eric and Perpersen-Byercaarp, K.: Effect of 
gonadotropin on the human ovary. J.A.M.A. 121:1117, 1943. 
Scuwartz, H. A.: A simple accurate pregnancy test. Am. J. 
Obst. & Gynec. 49:213, 1950. 

Simpson, M. E.: Gonadotropic hormones with special reference to 
reproductive West. J. 


serum 


their action on the female mechanism. 


Surg. 52:287-294, 1944. 
Soskin, S., Wacutet, H. and Hecnrter, O.: The treatment of 
delayed menstruation with prostigmine. A _ therapeutic test. 


].A.M.A. 114:2090, 1941. 
ZonvEK, BERNHARD: Simplified 
rhea. J.A.M.A. 118:705, 1942. 
ZonvEK, BerNHarD and Rozin, S.: 
with single injection of estrone and progesterone. J. 
docrinol. 8:406-412 (May) 1946. 


hormonal treatment of amenor- 
Induction of uterine bleeding 


Clin. En- 





Classification and Syndromes 


ALBRIGHT, F.: Cushing's syndrome, its pathological physiology, its 
relationship to the adrenogenital syndrome, and its connection 
with the problem of the reaction of the body to injurious 
agents (alarm reaction of Selye). Harvey Lect. 38:123-186, 1942- 
1943. 

AsHERMAN, J. G.: Amenorrhea traumatica due to atresia or oc- 
clusion of the cervical canal. J. Obst. & Gynaec. Brit. Emp. 55:23 
30 (February) 1948 

Coss, STANLEY: Anorexia Nervosa as a Psychosomatic Problem. 
Emotions and Clinical Medicine. New York, W. C. Norton and 
Company, 1950, pp. 140-182. 
EscaMILLaA, Roserto and Lusser, H.: 
Endocrinol. 2:65, 1942. 

Gotpserc, M. B. and Lisser, H.: The Congenital Syndrome of 
Aplastic Ovaries. Progress in Gynecology. New York, Grune & 
Stratton, vol. 2, pp. 190-199. 

Kepier, E. J. and Locke, Witit1am: Chronic Adrenal Hyperfunc- 
tion. Textbook of Endocrinology. Philadelphia, W. B. 
Company, 1950, pp. 180-261. 

Lisser, H.: Differential diagnosis of amenorrhea. Northwest Med. 
47:349 (May) 1948. 

SHEEHAN, H. L. and Summers, V. 
pituitarism. Quart. J. Med. n.s. 18:319-378 (October) 1949. 
Stein, I. F.: Bilateral polycystic ovaries. Significance in sterility. 
Am. J. Obst. & Gynec. 50:385-398, 1945. 

Sturcis, S. H.: Amenorrhea, Classification and Treatment. Prog- 
ress in Gynecology. New York, Grune & Stratton, vol. 2, pp. 
163-175. 


Simmonds’ disease. J. Clin. 


Saunders 


K.: The syndrome of hypo- 


Goldberz, M. B. 
syndrome of aplastic ovaries, with 
stature, high urinary gonadotropins and 


other defects. In: Progress in Gynecology, New York, Grune & Strat 
ton, vol. 2, 1950, pp. 190-199. 


The 


illustrations of surgical castrate, male pseudohermaphroditism, 


and polycystic ovaries, respectively, are reproduced from: Lisser, H., 


Curtis, L. E., Escamilla, R. F. 


and Goldberg, The syndrome 


of congenitally aplastic ovaries with sexual infantilism, high urinary 


gonadotropins, 
Clin. Endocrinol. 
berg, M. and 


other congenital abnormalities. J. 
Thomas, publisher) 7:665, 1947; Gold 


stature and 
(Charles C 


short 





Maxwell, A. F.: Male pseudohermaphroditism. Jbid., 
8:367, 1948; Goldberg, M. B., Maxwell, A. F. and Smith, P. M.: Three 
unusual endocrinopathies with associated ovarian pathology: I. Ovarian 


agenesis 


Precocious puberty. III. Virilism. Jbid., 7:11-29, 19.7. 


81 








GENERAL PRACTICE 


Impropriety of 
Excessive Prostatic 


Massage 


O. A. NELSON 


Seattle, Washington 


5 ps prostate is a com- 
pound tubulo-alveo- 
lar gland of delicate 
structure but with a rich 
blood and lymphatic 
supply. Although all its 
functions are not well 
understood, the prostate 
is primarily a sex gland. 
It has been postulated 
that prostatic secretion 


O. A. NELSON 


increases the viability of 

the spermatozoa but is not essential to fertility. 
I can find nothing in the literature to indicate 
that the prostate produces an internal secretion. 
On the contrary it is a quite dependent gland. 
Secretions of other glands,':* particularly from 
the anterior pituitary, from the testicle and from 
the suprarenal gland, influence the prostate in 
various ways. Very little is known regarding 
the secretion of the thyroid gland in relation 
to the prostate. However, in spite of the high 
incidence of thyroid disease at one time in the 
Puget Sound area, I have never encountered 


82 





evlew 


This department offers the latest, proved 
methods for the treatment and manage- 
ment of commonly encountered conditions 
based on the extensive experience of the 
physicians who prepare these summaries 
especially for PostcrapuaTE Mepicine. 


hyperthyroidism and benign hyperplasia of the 
prostate in the same patient. 
Although many 


prostate gland are unsolved, a few clinical facts 


questions regarding the 
have been established. Impotency is the sequela 
after complete removal of the prostate gland 
with its anatomic capsule, as in radical prostatec- 
tomy. Also, after subtotal perineal prostatectomy 
when the posterior surface of the capsule is cut 
through, with consequent disturbance to the 
blood and nerve supply and the remaining 
gland, impotency usually ensues. On the con- 
trary, it is well known that potency usually 
remains after subtotal prostatectomy by the 
transurethral, retropubic or suprapubic route, 
since the posterior and lateral portions of the 
capsule contain’ many functioning — glands. 
These are disturbed less, as a rule, by the last- 
mentioned routes of operation than by perineal 
prostatectomy. From clinical experience I have 
found that the prostate is essential to sexual 
function but that the testicle is not. Although 
many of my patients have been potent after 


bilateral orchiectomy, I have never known any- 
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one to be potent after total prostatectomy or so- 
called radical prostatectomy. Psychologic fac- 
tors unquestionably play an important part in 
potency; it also must be conceded that at times 
it takes very little trauma to the prostate to 
cause impotency. All of us who have treated 
many patients with diseases of the prostate have 
seen men who were impotent from inflamma- 
tion of the prostate. It does not seem to matter 
whether the inflammation is from a urethral 
stricture, bacterial infection or trauma by too 
frequent and vigorous massage. 

Another condition frequently found in pa- 
tients who have had much prostatic massage 
is sexual neurosis. No attempt will be made to 
discuss the effect of prostatic massage as a cause 
of neuroses. However, only temporary relief for 
so-called chronic prostatitis is obtained from 
prostatic massage, and rubbing the prostate and 
thereby continually calling the attention of the 
patient to his sexual organs is likely to increase 
rather than decrease the neuroses in a man who 
suffers from mental instability. 

Let us now consider whether anything is ac- 
complished by massage for chronic prostatitis. 
I also wish to call attention to the fact that the 
prostate is virtually the only gland in the body 
which is rubbed to rid it of infection. Nature, 
with her always wise provisions, would likely 
have placed the prostate in a more accessible 
and a cleaner location than she did if she had 
intended that massage be the treatment of choice 
for that gland. 

I shall not argue against the use of massage 
to remove pus when it is present. But I object 
to the massaging once or twice weekly for 
months, even sometimes years, without any 
change in the secretion expressed or in the 
clinical symptoms except temporary relief from 
sexual congestion. Such a practice should be 
severely condemned. 

Sexual congestion is usually the basis for 
chronic prostatitis; therefore massage relieves it 
temporarily. Keyes* was one of the first to call 
our attention to the fallacy of massaging for the 
treatment of chronic prostatitis. He stated: “One 
of the things that massage does is to fill the 
breach between sex hygiene and social hygiene. 
But it does this inefhciently.” In speaking of 
chronic prostatitis with induration and boggi- 
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ness of the prostate and seminal vesicles, the 
same author states further: “Massage such a 
patient for a couple of years and he will usually 
end up as he started. But sexual hygiene will 
relieve the bogginess if anything will.” 

Although seminal vesiculitis is an infrequent 
disease as compared with prostatitis, | have seen 
men who have undergone massage for long 
periods of time who suffered from seminal vesic- 
ulitis rather than from prostatitis. From clinical 
experience I have come to believe that anti- 
biotics are much less effective against bacterial 
infection in the seminal vesicles than in the 
prostate. However, infection of the seminal 
vesicles usually can be eradicated quite prompt- 
ly. If there is no obstruction in the seminal tract, 
an injection through the vas deferens of a non- 
irritating bacteriostatic solution into the seminal 
vesicles is frequently followed by complete sub- 
sidence of the infection and symptoms. This 
procedure was first recommended by Belfield 
in 1894; it is easily done after exposing the vas 
deferens through a small scrotal incision. 

In summary, massage should in the main 
be limited to diagnostic procedure. Admittedly, 
little or no harm comes from a few treatments 
by prostatic massage. At the present time micro- 
bic infection in the prostate practically always 
can be eradicated by one of the antibiotics. At 
times it is necessary to culture and test for sen- 
sitivity of the offending organism. 

After getting a complete history and doing a 
thorough examination, including bacteriologic 
study, if the clinician then decides that sexual 
congestion is the basis for the man’s complaint, 
two types of treatment are indicated. First, a 
frank and detailed explanation of the cause of 
his prostatic symptoms should be given to the 
patient. If at all possible, an attempt should be 
made to divert his mind from his sexual organs 
to other interests. 

Secondly, the physician fortunately now has 
at his command one of the most marvelous 
remedies for sexual congestion. If such a patient 
is fairly stable mentally, a doctor can bring 
about prompt relief. One of the most positive 
drug actions seen at the present time is the 
result of the use of one of the female hormones. 
RK 


EsTINYL” or stilbestrol in small doses usually 


brings about a prompt change for the better. 
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For the average patient the following dosage 
usually suffices: Estinyl 0.05 mg. or diethylstil- 
bestrol 0.5 mg. twice daily after meals for 10 
days. In some instances it is necessary to repeat 
the course of treatment several times, and it is 
of the utmost importance that a male patient 
while taking female hormone be under the close 
observation of his physician. Only enough of 


the drug should be used to control prostatic con- 
gestion; otherwise impotency may be the result. 
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Treatment of Cardiovascular Syphilis 


JAMES A. DAVIS, JR. AND HOWARD L. HOLLEY* 


Medical College of Alabama, Birmingham 


i per causative organism of syphilis, Treponema 
pallidum, has a unique predilection for the 
aorta. In cardiovascular syphilis one thinks of 
the aorta as being primarily involved, with re- 
sultant changes in the heart. 

Involvement of the aorta is almost the uni- 
versal lesion in cardiovascular syphilis. The 
ascending and transverse portions of the aorta 
are most commonly affected. The incidence of 
syphilis as the causative factor in aneurysm for- 
mation decreases as the distance from the ascend- 
ing aorta increases. Thus, only about one-half 
the aneurysms of the abdominal aorta and al- 
most none of those of the cerebral vessels are 
due to this infection. 

In cardiovascular syphilis, the incidence of 
involvement of the aorta varies widely with 
different workers. Aortic syphilis is found at 
autopsy, of course, much more frequently than 
it is clinically recognized. As high as go per 
cent of patients having the disease will show 
evidence of aortic involvement at necropsy.’ Un- 
complicated aortitis comprises 80 to go per cent 
of all syphilitic cardiovascular disease, but at 
least 80 per cent of this aortitis is clinically un- 
recognizable, though potentially dangerous.*’® 
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Apparently, though, it is extremely difficult to 
make a diagnosis of cardiovascular syphilis with 
assurance when hypertensive heart disease or 
arteriosclerosis is present. 

The involvement of the aorta may vary from 
that so slight as to produce no signs or symp- 
toms to that producing a diffuse involvement. 
In this latter stage there may or may not be 
enough destruction of elastic fibers to produce 
saccular dilatation. There may be extension of 
the process downward to encroach upon the in- 
sertion of the aortic leaflets, with subsequent 
distortion and valvular incompetency. Stenosing 
of the coronary ostia may be present with or 
without valvular disease.’ A true syphilitic myo- 
carditis or gumma of the heart muscle is rare. 

Most cases of involvement of the cardiovascu- 
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lar system by the infection occur from 10 to 20 
years after the primary lesion appears. There- 
fore, syphilis, being a disease of the teen-ager 
and young adult, usually shows manifestations 
of cardiovascular involvement in the age group 
of 30 to 50 years. The majority of these indi- 
viduals usually are in the fourth decade of life. 
Occasionally, cardiovascular syphilis may be 
seen in younger individuals; it rarely, if ever, 
attacks the aorta from prenatal infection. 

The disease has a predilection for males, the 
ratio of occurrence to females being 4 to 1. A 
number of explanations for this curious affinity 
for the male sex has been offered, the most 
prominent of which still not discredited is that 
men are subjected to more strain, doing manual 
labor, than are women. Probably of more sig- 
nificance is the fact that the male is notoriously 
more promiscuous than the female, resulting in 
a higher incidence of the disease in this sex. 
Therefore, it is reasonable to assume that since 
the disease itself is more prevalent in the male, 
more of the complications will be found in this 
sex. Apparently members of less educated races 
are more prone to have syphilitic infection than 
are those of higher education. This fact would 
justify the finding of a higher case rate of car- 
diovascular involvement in this group. 

The striking feature of syphilitic aortitis is its 
latency. Therefore, signs of involvement are 
rare in early stages of the disease. As the disease 
progresses, the signs may be those of aortic 
dilatation, with or without complications of 
aortic insufficiency, aneurysm, myocarditis, and 
coronary insufficiency.*:° 

The symptoms are likewise noteworthy for 
their absence. When present, symptoms usually 
result from involvement of the aorta in one of 
three ways: “First, the aortic valve or its com- 
missure becomes diseased, resulting in incom- 
petency, cardiac hypertrophy, dilatation, and 
finally, congestive failure; second, purely pres- 
sure symptoms due to dilatation of the aorta, 
and, third, involvement of the ostia of the cor- 
onaries with resultant coronary insufficiency and 
myocardial ischemia.”? 

For the past decade information has been 
compiled concerning the changing trend in the 
treatment of syphilis and its complications. Con- 
flicting and incomplete reports have been com- 
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monplace. It seems timely, therefore, to review 
this subject as to its hazards as well as its merits. 


Treatment 


The successful treatment of all special aspects 
of syphilis lies in its detection and effective 
treatment in the early course of the disease. 
Cardiovascular syphilis accounts for 10 to 15 
per cent of all cardiovascular deaths.” It is one 
heart disease that is entirely preventable. 

It is estimated that from 5 to 10 per cent of 
all clinically recognized cardiovascular diseases 
are due to syphilis, and it is a fairly well con- 
firmed fact that about 10 to 12 per cent of all 
patients with inadequately treated syphilis will 
develop clinically recognizable cardiovascular 
complications.**** In patients adequately treat- 
ed in the early stages of syphilis, the incidence 
of these complications approaches zero. 

Because of the obscurity of the early signs 
and symptoms, it is important for the clinician 
to be suspicious of the presence of cardiovascu- 
lar involvement in all individuals who give a 
history of having had syphilis or in those who 
present positive serologic tests for syphilis. 

It is important, also, to realize that though 
the modern treatment of syphilis is becoming 
relatively simple, the disease itself continues to 
be extremely complex and treacherous. With the 
notable exceptions of neurosyphilis, gummas 
and active inflammation of the bones, it is ex- 
tremely difficult to differentiate between activity 
and inactivity in late cases of syphilis.? There- 
fore, we cannot afford to neglect so-called “la- 
tent syphilis.” Treatment is imperative in such 
cases, as we have abundant reason to believe 
latent syphilis can be permanently arrested— 
certainly more easily than the complications of 
the infection.?™ 

Even when adequate treatment is instituted 
during late periods, clinical heart disease may 
be preventable. Instead of a known 10 to 12 per 
cent morbidity from the late effects of untreated 
syphilis, less than 1 per cent are affected by 
heart disease in the treated group.” 

After the involvement of the cardiovascular 
system with the infection, the picture changes 
drastically. Just what treatment offers these pa- 
tients is a matter of continued discussion. In 
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this instance we need a therapy yardstick to 
evaluate the results of treatment. Most leading 
authorities on this subject admit that no ade- 
quate control group is available for appraisal 
of this treatment. However, we know that pa- 
tients with untreated aortitis live an average of 
10 years; those with aortic regurgitation live 
an average of three years, while those with 
aneurysm live, on an average, up to two years.” 
With adequate treatment in uncomplicated 
aortitis, the progress of the disease usually can 
be arrested. When aortic insufficiency or aneu- 
rysm is present, these complications may be ar- 
rested, or at least the progress of the disease 
may be slowed down and life prolonged. Pa- 
tients having coronary artery disease and those 
having symptoms of congestive failure seem to 
tolerate therapy well and may improve under 
treatment. Of course, in these cases, measures 
to combat congestive failure are always indi- 
cated. 

One cannot emphasize too strongly that once 
damage has occurred, one’s only hope with 
penicillin therapy or any other treatment is to 
stop the progress of the disease; but aneurysms, 
once formed, may become larger and the left 
ventricle in aortic regurgitation may enlarge un- 
til the patient finally dies of congestive failure 
or an intercurrent disease. However, there is 
suggestive evidence that the course of the dis- 
ease is favorably influenced by penicillin. This 
evidence consists of a diminution of aortic 
diastolic murmur noted after treatment in some 
cases, a tendency to less paroxysmal dyspnea in 
congestive failure, a decrease in pain in some 
cases of angina pectoris, and general subjective 
improvement in the majority of patients.'* 


Dangers of Treatment 


Theoretically, penicillin, being a fast-acting 
spirocheticide, might simulate the action of the 
arsenic syphilitic infection. 
Therefore, for intelligent planning of therapy 


preparations in 


in cardiovascular syphilis, one must consider 
two reactions that must be avoided if possible, 
ie., the Jarisch-Herxheimer reaction and the 
therapeutic paradox. 

The Jarisch-Herxheimer reaction has been 
noted in all forms of syphilis, and it has been 
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postulated that its occurrence in cardiovascular 
syphilis might give disastrous results. The re- 
action, thought to be similar to that of a form 
of allergy, could possibly bring about coronary 
occlusion by edema of the involved ostia. 

The healing of such a reaction might cause 
permanent stricture of these vital orifices, re- 
sulting in a therapeutic paradox similar to that 
described by Wile. This author described such 
an occurrence after intensive arsenotherapy of 
syphilis of the liver." 

Numerous methods have been devised to pre- 
clude such a reaction. A prior course of treat- 
ment with potassium iodide and bismuth has 
been a prerequisite to treatment of cardiovascu- 
lar syphilis for a number of years. Workers have 
attempted to control such anticipated effects by 
using very small doses of penicillin, with a grad- 
ual increase over a period of days. Observations 
of Olansky and others therefore seem to indi- 
cate that this regimen would be of no avail inas- 
much as small doses, such as 1000 units of peni- 
cillin, will precipitate a response similar to that 
seen with higher doses." 

Experiences with untoward effects from peni- 
cillin therapy of cardiovascular syphilis have 
been reported by Dolkart, Callaway, Moore, 
Porter, Reynolds, Scott, Maxwell, and Skinner. 
On the other hand, Stokes and his co-workers 
have recently reported their observations on 
penicillin therapy of 111 patients with cardio- 
vascular involvement; they state unequivocally 
that they saw little evidence of Herxheimer reac- 
tion in patients begun directly on large doses of 
penicillin without conventional heavy metal 
preparation."' There was also no evidence of 
vasculo-toxic effect and no recognizable cases of 
therapeutic paradox. 

There seems to be accumulating evidence that 
preparatory heavy metals or iodides are unnec- 
essary in patients with cardiovascular syphilis 
treated with penicillin."':'*:'7'* Certainly the 
cases reported showing untoward responses must 
be considered essentially accurate, but whether 
such a small number justifies procrastination in 
such vitally needed therapy remains to be seen. 


Control of Cardiac Symptoms 


A commonly overlooked factor in the discus- 
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sion of this subject is treatment for relief of 
symptoms of the heart involvement per se. In 
such cases, individualization of therapy is para- 
mount. In patients with congestive failure, usual 
measures for the relief of such symptoms must 
be instituted. Bed rest, digitalis, dietary meas- 
ures, vasodilator drugs and diuretics are to be 
used when indicated. Relief of the cardiac symp- 
toms is of prime importance, regardless of eti- 
ology of process. 


Penicillin Therapy 


The addition of penicillin to the antisyphilitic 
armamentarium in 1943, led to a complete 
change in our method of treatment of syphilis. 
Certainly penicillin is the best antiluetic therapy 
to be discovered up to the present time. It is an 
effective spirocheticide, relatively nontoxic and 
acts quickly; its therapeutic effects are superior 
to those of the heavy metals; and it has the 
advantage of a short course with simplicity and 
convenience of administration.*°*' However, 
penicillin must not be considered a panacea for 
every case of syphilis. No such panacea exists. 

The specific program to be followed in caring 
for the patient with cardiovascular involvement 
has not been uniformly established. Optimum 
dosage and length of treatment period as yet 
have not been fully evaluated. Such a recom- 
mendation can be made only after a long-term 
follow-up has been made on a large number of 
such patients. 

However, we believe that it is relatively safe 
to recommend a minimum of 5,000,000 units of 
the drug as an initial requirement for these 
patients. Certainly, repeated courses of the same 
or similar dosages should be administered if 
indication should arise. 

The drug may be given as an aqueous 
solution of penicillin G in a round-the-clock 
schedule through a seven day period. Just as 
effective, and possibly preferable, is the use of 
procaine-based penicillin administered once or 
twice daily for 10 to 15 days. Oil and wax sus- 
pensions are probably antiquated. The oral ad- 
ministration of the drug is as yet an unknown 
quantity. 

There appears to be no contraindication to 
the use of penicillin in cardiovascular syphilis. 
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Patients showing signs of congestive failure, 
with or without nocturnal dyspnea, angina pec- 
toris and healed coronary occlusion, have been 
treated with no untoward effect. 


Toxicity 


Allergic reactions may occur, especially if the 
patient has been sensitized to penicillin by pre- 
vious treatment. Such reactions occur more often 
if the drug has been used locally or as troches. 
The types of reactions most commonly seen are 
the Arthus phenomenon, contact dermatitis, 
serum reaction and anaphylactic shock. Reac- 
tion of the skin at the site of previous Tricho- 
phyton infections is common. Once a patient has 
been sensitized, he will react to a second injec- 
tion of penicillin for a long period of time, some- 
times as much as a year or longer. 

In order to avoid this reaction it would be 
wise to question each patient as to prior penicil- 
lin reaction before treatment. If hypersensitivity 
is suspected, care should be taken in instituting 
the therapy. Skin testing for sensitivity has not 
been reliable. 

In the treatment of toxic reactions, antihis- 
taminics are very disappointing. They may con- 
trol the itching of the skin eruption, but better 
results have been obtained with intravenous 
calcium gluconate, 10 cc. of a 10 or 20 per cent 
solution, two to three times a day. Intravenous 
procaine has afforded good relief from the 
pruritus. 

An increased tolerance to penicillin may be 
obtained in patients who show evidences of sen- 
sitivity. Small doses should be given, such as 
1000 units at intervals of a day or more. This 
desensitization procedure may be used in cases 
in which antihistaminic drugs are of no avail. 

In view of the increasing frequency of reac- 
tions to benzylpenicillin (penicillin G), investi- 
gators have prepared, by biosynthesis, new 
crystalline penicillin compounds. One of these 
compounds, allylmercaptomethyl-penicillin, has 
been studied extensively. This compound has 
been given the name penicillin O. Investigators 
have used this antibiotic in inhalation therapy, 
as troches and in parenteral therapy. All the 
patients treated were known to be sensitive to 
penicillin G. Of the 57 patients treated, none 
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showed any untoward reactions to the drug.” 

This new penicillin preparation has proved 
therapeutically as effective as penicillin G. Ap- 
parently the new penicillin may find its best 
use in patients who are known to be hyper- 
sensitive to penicillin G. 


Follow-up Serologic Examination 


Periodic quantitative serologic tests for syphilis 
offer a reliable guide to continued activity of the 
infectious process. Not all cases of syphilis of the 
cardiovascular system have a positive serologic 
test for syphilis. Fortunately, about 75 to 95 
per cent of them will present this finding. 

In general, patients having high serologic 
titers will show a gradual fall to lower levels 
within a year after successful treatment has been 
completed. However, exceptions to these general 
rules are not infrequent. Reversion of a serologi- 
cally positive patient to a serologically negative 
state does not always occur. Seroresistance is 
common in cardiovascular syphilis, but this does 
not in itself indicate the necessity for further 
therapy. 

Apparently there is no relationship between 
the amount of reagin found in the blood and 
the severity of the disease process. Syphilis can 
be active in the presence of low serologic titers. 
Quantitative tests are of value in each individ- 
ual only when made serially over a period of 
months. Sharp, sustained, rising serologic titers 
should cause suspicion of relapse, even when 
there is no other indication of activity.” 

Spinal fluid examination should not be neg- 
lected in the follow-up examination of these 
patients. Central nervous system involvement is 
commonly present in patients presenting other 
complications of the infection. Routine spinal 
fluid examinations are usually performed before 
institution of therapy, but where the patient’s 
condition does not warrant such a procedure, 
they should always be performed within six 
months to one year following completion of 
adequate therapy. 


New Antibiotics 


AUREOMYCIN® exhibits definite antisyphilitic 
activity and should be of value in the treatment 
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of patients who have shown resistance or sensi- 
tivity to penicillin. Oral medication has an ad- 
vantage for certain patients, but may have 
disadvantages, such as side effects of gastro- 
intestinal disturbance.** ** 

At present, aureomycin is not indicated for 
the routine treatment of syphilis, since clinical 
work on its administration in this disease is 
still in the experimental stage, but there is good 
reason to believe that it will prove in the future 
to be a valuable member of the group of effec- 
tive antiluetic drugs. 

Terramycin appears to have some value as an 
antisyphilitic agent, but the small series reported 
does not justify a conclusion as to its ultimate 
value.”° 
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Abnormal Bleeding in 
Childhood 
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—_— iL bleeding 
can be caused 
either by a defect in the 
vascular system or by 
an abnormality in the 
blood. Diseases belong- 
ing to the first category 
are relatively uncom- 
mon in childhood, 
whereas bleeding ten- 
dencies traceable to a 
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defect in the blood come 
to the attention of the pediatrician frequently. 
Fortunately, significant progress has been made 
in the study of the coagulation of the blood and 
its relation to the hemorrhagic diseases. Conse- 
quently a simple, practical theory of hemostasis 
can be formulated which serves as a convenient 
and trustworthy guide for diagnosis and treat- 
ment of the common hemorrhagic diseases. 

To stop the bleeding of a vessel which has 
been cut or lacerated, closure of the perforation 
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IN GENERAL PRACTICE 


For general practitioners, who handle 
more than 85 per cent of all pediatric care, 
PostcrapuATE Mepicine here presents 
authoritative, up-to-date summaries, pre- 
pared by specialists in pediatric problems. 


or of the severed segments must occur. In small 
vessels such as capillaries or venules in which 
the blood pressure is low, the stickiness of in- 
jured endothelium is enough to glue the col- 
lapsed wall together permanently. For larger 
vessels, with higher blood pressure, the process 
is more complex. One can picture the sequence 
of events as follows: The injured wall causes 
the liberation of a minute quantity of thrombo- 
plastin which immediately reacts with the pro- 
thrombin complex (consisting of prothrombin, 
labile factor and calcium) to form a small quan- 
tity of thrombin. The latter converts fibrinogen 
to fibrin and in addition causes the labilization 
of platelets so that they disintegrate. In this 
process of lysis, the platelets not only liberate an 
agent which reacts with a plasma constituent, 
thromboplastinogen, to form more thrombo- 
plastin but also furnish a diffusible vasoconstric- 
tor which undoubtedly plays an important role 
in hemostasis. The activation of thromboplastin 
immediately causes the formation of more 
thrombin, which causes more platelets to dis- 
integrate, thus initiating a chain reaction. This 
autocatalytic reaction is moderated and con- 
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trolled by the adsorption of thrombin to fibrin. 
If the production of thrombin is small, its re- 
moval is so complete that the chain reaction is 
blocked with the result that hemostasis becomes 
defective. 

There are five known primary agents re- 
quired for the physiologic synthesis of throm- 
bin: (1) a factor derived from the platelets; 
(2) thromboplastinogen; (3) prothrombin; (4) 
labile factor, and (5) calcium. Theoretically a 
lack of any one of these can cause a hemor- 
rhagic condition. Calcium, however, can be dis- 
missed because, when this factor decreases, fatal 
tetany will occur at a concentration that is still 
entirely adequate for normal coagulation. De- 
ficiency of the first three agents is responsible 
for most of the hemorrhagic conditions observed 
clinically. 

A deficiency of the primary clotting factors 
may be either congenital or acquired. In the 
following outline, the diseases are listed in order 
of frequency under their respective headings: 

I. Congenital and hereditary hemorrhagic 

diseases 

A. Hemophilia (hypothromboplastinogen- 
emia) 

B. Hypoprothrombinemia 

C. Afibrinogenemia 

II. Acquired hemorrhagic diseases 

A. Thrombocytopenic purpura 
1. Primary 
2. Secondary 

B. Hypoprothrombinemia 
1. Lack of vitamin K 

a. Hemorrhagic disease of the new- 

born 

b. Sterilization of intestinal tract 
. Faulty absorption of vitamin K 

a. Biliary obstruction 

b. Diarrhea 
. Antivitamin K agents 

a. Salicylates 
4. Liver injury 


N 


Ww 


Hemophilia 


No difficulty is encountered in diagnosing a 
typical case of hemophilia. A man who has a 
bleeding tendency which began in early child- 
hood and who gives a history that other male 
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members of his family bleed should be con- 
sidered as a probable hemophiliac. If a_pro- 
longed clotting time, a normal prothrombin 
concentration and a poor consumption of pro- 
thrombin are found, the diagnosis of hemo- 
philia is established. It is, however, the very 
mild case without any known history of bleed- 
ing in the family that requires a most careful 
study before the diagnosis of hemophilia can be 
made. The history is all-important. It should 
include such questions as: Was the child cir- 
cumcised? If so, was any bleeding noted? Did 
he bruise easily as a baby? Has he had any 
operations and was any trouble with bleeding 
encountered? Did he ever cut or bite his lips 
or tongue, and did he have any prolonged 
bleeding after such an accident? Has he had 
nosebleeds ? 

In obtaining the family history, it is not 
enough merely to ask the general question: Is 
there any bleeding in the family? Specific ques- 
tions his maternal grandfather, 
uncles as well as cousins, should be asked. One 
must be aware that some patients wilfully deny 
that hemophilia exists in the family. 

After the history, a physical examination 
should be made. The presence of bruises should 
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be noted; these should be palpated to deter- 
mine whether they are small hematomas. The 
joints should be examined for ankylosis. 

In the manner outlined, a tentative diagnosis 
can often be made, but the final answer can 
come only from critical laboratory studies. The 
clotting time, it should be noted, is of limited 
value, because in mild cases it may be normal. 
which 
measures the prothrombin remaining in serum 


The prothrombin consumption test, 


after blood has clotted under standardized con- 
ditions, is most valuable in making a diagnosis 
since it is positive in all but exceedingly mild 
cases. For the latter a modified prothrombin 
consumption test has been devised which has 
been designated thromboplastinogen activity 
test.! The procedure consists of adding a small 
quantity of heated rabbit-brain extract to the 
blood before it is clotted. This test promises to 
be the most sensitive means to establish a diag- 
nosis of hemophilia. 

The management of hemophilia in childhood 
should follow a threefold approach: (1) pre- 
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vention of injury; (2) local treatment, and (3) 
systemic therapeutic measures. The severity of 
the disease should govern how rigid the pro- 
gram must be to protect the child. The clotting 
time and the prothrombin consumption test fur- 
nish a quantitative measure of the clotting de- 
fect, but the ease of bruising is often a better 
practical guide. 

Many precautions are necessary in managing 
the severe bleeder. Sometimes it is necessary to 
pad the crib. In selecting toys, those that are 
heavy and have sharp edges should be barred. 
It is advisable not to encourage early walking. 
A little delay until a better sense of equilibrium 
is attained will minimize the number of falls. 
Play must be supervised and the child should 
be protected from rough companions. Caution 
must not be carried to the extreme, however, 
especially if the boy is a mild bleeder. Only ex- 
perience and intelligent judgment can enable 
one to work out a successful program for the 
individual case. 

In the local treatment, pressure and cold are 
most effective. Many hemorrhages can be con- 
trolled, minimized or aborted if these measures 
are instituted early. Heat should never be applied 
to a recent injury. Bleeding in the mouth is 
particularly difficult to stop, especially in a small 
child. An unbelievably large amount of blood 
can be lost by continuous oozing. While various 
agents such as FIBRIN FOAM®, topical thrombin 
and apRENALIN® are theoretically useful, they 
often are disappointing in actual practice. 

Since hemophilic bleeding is due basically to 
a lack of thromboplastinogen in the blood, the 
only successful means of systemic treatment is 
by transfusion of fresh blood or plasma. It is 
necessary that the blood or plasma be fresh— 
not over 24 hours old—and that the amount be 
ample. It takes very little blood to reduce the 
clotting time to normal, but that gives no assur- 
ance of hemostatic effectiveness. Often it is more 
economical to treat early bleeding intensively 
with a large transfusion of fresh plasma than 
with repeated small amounts of blood. If there 
is no anemia, plasma is preferable to whole 
blood since it contains twice as much thrombo- 
plastinogen and can be given in larger amounts. 
It is much easier to prevent than to stop hemo- 
philic bleeding; therefore if a tooth requires 
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extraction a plasma transfusion immediately 
before the operation is far more effective than 
one given after bleeding has begun. 


Congenital Hy poprothrombinemia 


An inborn deficiency of prothrombin is rare. 
The diagnosis is readily made by means of the 
one stage prothrombin test. The condition is 
quite refractory to vitamin K, and the degree 
of hypoprothrombinemia remains fixed through- 
out life. Actually two types of congenital hypo- 
prothrombinemia have been found* and _ in 
addition there is the inborn deficiency of labile 
factor which simulates true hypoprothrom- 
binemia.* The differential diagnosis—which is 
more of academic interest than of importance in 
practical clinical medicine—has been given in 
detail recently* and therefore need not be dis- 
cussed. 

Curiously, the treatment of congenital hypo- 
prothrombinemia is very similar to that of hemo- 
philia, especially in regard to local treatment. 
Neither condition is corrected by vitamin K and 
the only means whereby the deficient clotting 
factor can be restored temporarily is by plasma 
transfusion. The prothrombin time serves as the 
guide to therapy. A bleeding tendency is noted 
when the prothrombin time (by the standard 
method of the author) is 19 seconds or more. 
For a plasma transfusion to be effective, enough 
should be given to reduce the prothrombin time 
to 16 seconds or less. 


A fibrinogenemia 


Complete lack of fibrinogen is a rare condi- 
tion. All the cases reported apparently have 
been of congenital origin. Interestingly, the 
bleeding tendency is surprisingly mild if the 
other clotting factors are normal, even though 
the blood is totally incoagulable. The important 
fact that hemostasis can be fairly effective in the 
absence of fibrinogen is clearly demonstrated by 
this condition. 


Thrombocytopenic Purpura 


The diagnosis of this condition is simple. In 
the acute disease, the skin, especially over the 
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arms and legs, is covered with petechiae and 
ecchymoses. Bleeding from mucous membranes 
is common. It may be in the form of epistaxis, 
melena, bleeding gums and, in the fulminating 
case, oozing of blood from slight abrasions of 
the skin. The bleeding time is prolonged and 
the tourniquet test is strongly positive. The 
platelet count is reduced and a rough relation 
exists between the severity of the condition and 
the degree of thrombopenia. The prothrombin 
consumption is low and often is a better guide 
than the platelet count. 

One of the most difficult problems is to 
decide whether the purpura is primary or sec- 
ondary. In childhood the secondary type pre- 
dominates. Infection is the largest single cause 
but the severity of the infection often has no 
relation to the intensity of the purpura. Drugs, 
food sensitivity and chemicals such as ppt® are 
causative agents. Thrombocytopenia often is an 
early finding in leukemia, especially of the 
lymphatic type. 

The decision as to whether or not to do a 
splenectomy is never easy to make. To follow 
the policy that all patients with thrombocyto- 
penic purpura should have their spleens re- 
moved must be vigorously decried. In the major- 
ity of cases of thrombocytopenic purpura in 
children, recovery is spontaneous and_per- 
manent. Before considering splenectomy, the 
patient should be thoroughly studied and the 
history carefully analyzed. A bone marrow ex- 
amination is highly important especially to rule 
out aplastic anemia and leukemia. A persistent 
thrombopenia with signs of purpura can be 
successfully treated only by splenectomy. 

The nonsurgical treatment of purpura is 
mainly supportive and expectant. A transfusion 
should be given whenever the anemia requires 
correction. Treatment with ACTH has been 
found disappointing in chronic thrombocyto- 
penia. Its evaluation in acute cases is difficult 
since many of these patients would have recov- 
ered spontaneously. On an empirical basis, 20 
mg. of folic acid together with vitamin C may 
be administered daily. The antihistaminic drugs 
apparently have not given encouraging results. 
It is hoped that modern researches will soon 
offer an effective, nonsurgical, therapeutic meas- 
ure to treat especially the acute type of purpura. 
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Acquired Hypoprethrombinemias 


The greatest progress has been made in this 
group of diseases. The one stage prothrombin 
test not only establishes the diagnosis but also 
furnishes a quantitative measure of the severity 
of the deficiency as well as the response to 
therapy. 

The first cause of hypoprothrombinemia is a 
lack of vitamin K intake or defective absorp- 
tion from the intestine. Hemorrhagic disease of 
the newborn is an important example. It re- 
sponds promptly to vitamin K and can be pre- 
vented by giving the mother a synthetic vitamin 
K compound prior to parturition. 

Hypoprothrombinemia is not uncommon in 
children with severe and prolonged diarrhea, 
especially when the condition is treated with 
drugs to sterilize the intestinal tract. Among 
the common drugs that may cause a decrease 
of the plasma prothrombin are the salicylates. 
The daily oral administration of 2 mg. of 
menadione or one of its derivatives, such as 
HYKINONE® or SYNKAYVITE®, usually is sufficient 
to restore and maintain the normal level of 
prothrombin. 

Curiously, an infant with congenital absence 
or atresia of the common bile duct may show 
only a mild hypoprothrombinemia even after 
several months with total absence of bile in the 
intestines. In spite of this, such a child should 
receive a water-soluble vitamin K_ preparation 
once or twice a week. Liver damage as a cause 
of severe hypoprothrombinemia in children is 
extremely rare. 

Although natural vitamin Ki is more effec- 
tive than the synthetic compounds, the latter 
are entirely adequate for all types of hypo- 
prothrombinemias encountered in children. 
They are relatively inexpensive and are easily 
absorbed when given orally. 


Summary 


In the management of the hemorrhagic dis- 
eases, the primary prerequisite is accurate diag- 
nosis. Reliable laboratory tests are now available 
but, unless they are carried out correctly and 
the results are intelligently interpreted, serious 
errors can and will occur. Only when laboratory 
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data are correlated with a careful history and a 
thorough physical examination can the diag- 
nosis be made with certainty. A few specific 
and effective agents are available for the treat- 


ment of some conditions but, even in diseases 
in which the treatment must be empirical, the 
approach should be on the basis of sound 
physiologic principles. 
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| page toxoplasmosis 


is an infection 
caused by a protozoan 
parasite, Toxoplasma. 
These parasites have 
been found in many 
animals and birds, and 
the various species have 
often been named after 
the mammals or birds in 
which they were seen. 
However, most biologic 
and immunologic evidence accumulated now 
would suggest that all the so-called various 
species are identical. Excellent descriptions of 
the organism have been made, its occurrence in 
animals and birds throughout the world has been 
described, and the disease it produces in man 
is now fairly well recognized. A complete re- 
view of the literature on the subject was recently 
made by Binkhorst.’ The main problems of the 
disease as it now concerns man are the manner 
in which the infection is acquired and the 
measures which can be employed in treatment. 
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Clinical Manifestations 


In man, toxoplasmosis can be either congenital 
or acquired. The most common signs in the 
congenital form of the disease are hydrocephalus, 
chorioretinitis, cerebral calcification and convul- 
sions (Figures 1 and 2). Primary optic atrophy 
and a searching nystagmus also have been fre- 
quently observed. The congenital form of the 
disease is usually fatal, but in some cases a 
chronic stage is reached and the patients may 
live for years. Congenital visceral manifestations 
also occur, the primary complaints being cyano- 
sis and hepatomegaly and 
splenomegaly; in one reported instance these 
manifestations occurred in identical twins, both 
of whom also had obstructive jaundice for sev- 
eral months. 

The acquired form of toxoplasmosis usually 
produces the symptoms of acute encephalitis 
and may be fatal. More rarely, it produces the 
symptoms of atypical pneumonia with a gen- 
eralized maculopapular skin eruption resem- 
bling Rocky Mountain spotted fever. In the case 
of one adult with symptoms consisting of fever, 
diarrhea, crampy abdominal pain and pain in 
the elbow, a muscle biopsy disclosed Toxo- 
plasma. Whether or not these organisms were 
the cause of the patient’s symptoms was not 
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proved, but the patient eventually recovered. 











There is also a latent form of the disease 
which occurs in both children and adults. Ran- 
dom sampling tests done on small groups of 
people in the St. Louis, Cincinnati, Minneapolis 
and San Francisco areas show that approximate- 
ly 10 per cent of the people have antibodies in 
their blood streams against Toxoplasma. 

By way of review, on the basis of known in- 
formation the clinical manifestations of human 
toxoplasmosis can be classified as follows :° 
I. Congenital toxoplasmosis 


A. Acute and chronic cases with neurologic signs and 
symptoms 
1. Encephalomyelitis 
2. Hydrocephalus 
3. Convulsions 
4. Chorioretinitis 
5. Cerebral calcifications 
6. Microcephalus 
7. Anencephalus 
8. Microphthalmus 


B. Acute cases with visceral signs and symptoms 
1. Pneumonitis 
2. Myocarditis 
3. Hepatomegaly 
4. Splenomegaly 
5. Jaundice 
C. Latent cases 

II. Acquired toxoplasmosis 
A. Acute cases with neurologic symptoms 


1. Encephalitis 


B. Acute cases with visceral signs and symptoms 
1. Pneumonitis 
2. Exanthems 

3. Enteritis 


C. Latent cases 


Vode of Transmission 


It has been observed both clinically” and ex- 
perimentally*:* that toxoplasmosis can be trans- 
mitted from the mother to the fetus. Most ani- 
mals can harbor the infection. The manner in 
which man acquires the infection from animals, 
however, is not known at present. Recently 
Cowen and Wolf* have shown conclusively that 
pregnant mice are more susceptible to vaginally 
introduced infections of Toxoplasma than are 
virgin mice. In such pregnant mice, there was 
very little evidence of local reaction, and in the 
majority of mice there was no reaction of any 
type. Some pregnant mice, however, did exhibit 
neurologic or respiratory disturbances. Using 
the vaginal method of infecting the pregnant 


mouse, it was also shown by Cowen’ that the 
fetuses became infected via the maternal blood 
stream and then through the placenta. Fifty- 
seven per cent of the newborn mice were in- 
fected with Toxoplasma if the mother was 
infected on the eighth or ninth day of preg- 
nancy." If the mother was infected before the 
eighth or ninth day, usually the pregnancy was 
aborted and, if later than the ninth day, the fetus 
was not affected. 

With the strain of Toxoplasma that he was 
using, Eichenwald‘ demonstrated that the or- 
ganisms were present in the milk of infected 
mice, and that the disease could be transmitted 
to suckling newborn mice. Cowen and Wolf,° 
using a different strain, were unable to demon- 
strate Toxoplasma in the milk of infected mice. 

Arthropods have been suspected as being vec- 
tors in the transmission of Toxoplasma from 
animal to man. In this connection, recent studies 
have been concerned with whether Toxoplasma 
organisms appear in the blood stream or not 
and, if so, whether in significant numbers. 
Jacobs> demonstrated that parasitemia occurs 
regularly in infected mice, rabbits, rats, chickens 
and pigeons. It was also demonstrated that only 
very small amounts of such blood (0.5 cc. of 
1:5000 dilution) were necessary to transmit the 
infection. It would thus appear quite logical 
for arthropods to be vectors. 


Laboratory Diagnosis 


There are several ways in which the labora- 
tory can aid in establishing the diagnosis of 
toxoplasmosis. One is a study of histopathologic 
sections for the organism. This requires the serv- 
ices of an experienced tissue pathologist, and 
even when it is known that Toxoplasma or- 
ganisms are present they are sometimes difficult 
to find and to identify. 

A more convincing procedure is to demon- 
strate the presence of Toxoplasma in body fluids 
or in tissue secured by biopsy, or at autopsy by 
recovery from animals, usually mice, inoculated 
with such material. 

The presence of specific antibodies against 
Toxoplasma in the blood stream indicates the 
occurrence of an infection past or present. High 
antibody titers occur in the presence of active 
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FIGURE 1. Photographs of brain of 
an infant who died three weeks 
after birth from congenital acute 
toxoplasmosis. la. Longitudinal 
section of gross brain specimen 
with an extensive necrotizing sub- 
cortical process. lb. Photomicro- 
graph of the brain with an arrow 
pointing to a “pseudo-cyst” con- 
taining 7 to 10 organisms of Toxo- 
plasma. 


FIGURE 2 (below). Photographs 
from a child 13 years of age with 
chronic toxoplasmosis. a. Ventricu- 
logram illustrating the internal 
hydrocephalus. b. The retina with 
a large area of chorioretinitis. 
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disease, whereas low titers occur in the presence 
of old, latent or carrier infections. Three tests 
are available that demonstrate such antibodies: 
(1) the rabbit neutralization test, (2) the com- 
plement fixation test and (3) the dye test. Of 
these the dye test appears to be the most prac- 
tical and of the greatest value.® 

Antigens have been prepared by various 
methods and used to determine dermal hyper- 
sensitivity. With few exceptions the skin test 
is positive in those patients who have circulat- 
ing antibodies against Toxoplasma. A positive 
skin test, however, does not permit the conclu- 
sion that the patient’s symptoms are due to 
active toxoplasmosis, since individuals with old, 
latent or carrier infections also show such posi- 
tive skin tests. The main value of the skin test 
is in survey work where the incidence of infec- 
tion in a population group is desired. 


Therapy 


Of the many drugs tested thus far, the sul- 
fonamides’® (particularly sulfadiazine) and 
DIASONE®"! appear to be the only ones effective 
in suppressing the Toxoplasma infection in the 
experimental animal. Some evidence exists clini- 
cally that the sulfonamides are effective in the 
acute human disease.’ There is some question 
whether 


as to AUREOMYCIN® is effective or 
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not;'*'* however, penicillin and streptomycin 


are definitely not effective. 

Recent work by Weinman™ has shown that 
a toxin is produced by Toxoplasma. Whether 
this will have any clinical value remains to be 
determined. 
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ditorials 


DEPARTMENT OF HEALTH 
FEDERAL HOSPITAL BOARD 


I the past year an attempt has been made to 
confuse and divide the medical profession on 
the question of how best to effect economy in 
the operations of the federal medical services. 

A small but extremely vocal segment of the 
profession is demanding that the medical recom- 
mendations of the Hoover Commission Report 
made in March 1949 be adopted. These recom- 
mendations, which are embodied in S. 1140, 
82nd Congress, would provide for the transfer 
of the Department of Medicine and Surgery of 
the Veterans Administration, most of the hos- 
pitals and other facilities of the Armed Services 
and the United States Public Health Service to 
a new Department of Health. 

What the proponents of S. 1140 fail to realize, 
or at least to publicize, is the fact that, al- 
though the Hoover Commission Report did 
recommend, in part, the program proposed by 
the pending bill, the basic or primary recom- 
mendations of the Commission were that the 
Congress clearly define the beneficiaries enti- 
tled to medical care from the federal govern- 
ment, that relative priorities for such benefici- 
aries be established and that the inconsistencies 
in the present hospital construction program 
be resolved. 

In addition to the fact that the pending bill 
does not carry out the primary recommenda- 
tions of the Hoover Commission, the wisdom 
of including the medical facilities of the Armed 
Services and the Veterans Administration in a 
new Department of Health is debatable. Such 
a transfer would be difficult at this time without 
seriously hampering the primary mission of the 
Armed Services and the Veterans Administra- 
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tion. The proposed transfer of military installa- 
tions, although questionable even in peacetime, 
would be fraught with danger during the pres- 
ent emergency. 

Presumably the advocates of the current legis- 
lation are opposed to the rapidly expanding 
program of medical care for veterans with non- 
service-connected conditions and the resulting 
necessity for new hospital construction. The 
incorporation of such facilities in a new and 
separate Department of Health would not rem- 
edy this situation. In addition, the combining of 
such a huge hospital program with the United 
States Public Health Service could quite con- 
ceivably result in a relegation of the preventive 
health aspects in the Department of Health to 
a secondary role. 

A careful analysis of the current situation 
with respect to duplicate and costly federal 
medical services indicates that the best way to 
institute governmental economy in the use of 
funds and medical manpower is to establish a 
federal board to control the distribution of beds 
among the several federal hospital services. A 
board of this type, with adequate authority, 
could insure joint planning in the field of hos- 
pital construction and determine the need and 
location of proposed new hospitals in the United 
States. 











In addition to the establishment of such a 
federal hospital board, it is clear that the Con- 
gress must define the extent of the government’s 
responsibility for furnishing medical care not 
only to veterans with nonservice-connected dis- 
abilities but also to the dependents of service 
personnel. The present loose wording of legis- 
lative authority in this regard is an open invita- 
tion to a distortion of the intent of the Congress 
and a gradual unintended expansion of federal 
medical care. 

Although the prospects for the passage of S. 
1140 in its present form are remote, an amended 
bill providing for the establishment of a De- 
partment of Health limited at this time to the 
United States Public Health Service and the 
appointment or establishment of a federal hos- 
pital board to insure better planning and utiliza- 
tion of federal hospital facilities would have an 
excellent chance not only of passage by the Con- 
gress, but also of receiving the full endorsement 
of the medical and allied health professions. 

GEORGE F. LULL 


BACKACHE IN MEDICAL 
PRACTICE 


: wea Proceedings of the Staff Meetings of 
the Mayo Clinic for December 5, 1951, is 
wholly devoted to a symposium on backache 
in medical practice in which various sections 
of the Mayo Clinic, led by the section of 
orthopedic surgery, participated. A statistical 
study of 2000 cases of backache seen during the 
year 1940 indicated that approximately 26 per 
cent were the result of osteoarthritis. In ap- 
proximately two-thirds of this 26 per cent, the 
osteoarthritis seemed to be the main factor un- 
derlying the backache; in the remaining one- 
third, other factors, such as root irritation, con- 
genital anomalies, trauma or disease of the 
urinary or genital system may have contributed 
to the backache. In about 22 per cent of the 
2000 cases a protrusion of an intervertebral 
disk was suspected. An operation was performed 
in 161 of these 445 cases. In 121 cases a disk was 
removed without fusion while in 26 cases a disk 
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was removed and a fusion operation done also. 
In the group of patients suspected of having 
protrusion of a disk only one-half gave a his- 
tory of trauma, and of these, one-half gave a 
history of injury from lifting, while approxi- 
mately one-fourth attributed their injury to 
a fall. 

In 19 per cent of the 2000 cases the cause of 
the backache was indeterminate. Some seemed 
to be related to fibrositis, others to postural 
strain. In 8 per cent the backache was of the 
type which is increased by activity and relieved 
by rest. Such cases were called chronic strain, 
although there might have been damage to an 
intervertebral disk or some evidence of degen- 
eration. Other smaller groups included rheu- 
matoid spondylitis, coccygodynia, trauma, spon- 
dylolisthesis, tuberculous spondylitis and other 
causes. 

Much attention is paid to the securing of a 
systematic review and analysis of the history of 
the patient in evaluating the problems concerned 
in backache. The patient should be asked wheth- 
er the pain in the back followed injury or un- 
usual physical exertion, the exact location of the 
pain, whether the pain is continuous or recur- 
rent, what makes the pain worse, what relieves 
the pain, whether the pain is getting worse and, 
significantly, whether a law suit is pending or 
anticipated. Any pain in the back that comes 
on in acute attacks should make one suspect an 
intraspinal cause and, most commonly, a pro- 
truded intervertebral disk. 

Dr. John C. Ivins of the Section of Ortho- 
pedic Surgery emphasizes that the patient with 
a protruded disk is free from distress between 
attacks. Coughing, sneezing, blowing the nose 
and straining accentuate the pain. The patient 
is likely to volunteer information that he can- 
not stand erect during an acute episode but 
also that it aggravates his pain to sit and that it 
gets worse at night when he is in bed. This is 
the usual picture with protrusions of inter- 
vertebral disks but also may be produced by 
tumors of the spinal cord, by inflammatory 
lesions or benign lesions of bone and occasion- 
ally by carcinoma. 

In roentgenographic studies of the lumbar 
portion of the spinal column of 450 consecutive 
applicants for heavy work, Breck, Hillsman 
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and Basom reported that 31 per cent had evi- 
dence of congenital anomaly although all de- 
nied ever having had pain in the back. The 
workers in the Section of Orthopedic Surgery, 
led by Dr. H. Herman Young, analyzed cases 
with special reference to congenital anomalies 
of the spinal column. The conclusion was that 
some anomalies may never produce pain while 
others may lie dormant for many years and 
then become the source of complaint. 

Dr. Joseph M. Janes submitted an outline for 
examination of the patient with low back pain, 
which follows in general the outline for exam- 
ination of such patients prepared by the Nation- 
al Research Council of Canada in May 1945. 
The scope and minutiae involved in such exam- 
inations are considerable and certainly would 
involve hours of study. 

Dr. Paul R. Lipscomb discussed postural 
backache, indicating that postural strain is pre- 
cipitated by certain occupations. Surgeons and 
dentists seem to be especially liable. The back- 
ache produced by bending over work is some- 
times relieved by using a support to elevate one 
foot. The elevation of one foot tends to straight- 
en out the lumbar region of the spine and thus 
relieves strain. Before posture alone can be as- 
sumed to be the cause of backache, a com- 
plete study must, of course, be made. Patients 
with postural backaches may, however, be re- 
lieved by applying principles of body mechanics. 
The patient with weak muscles of the back and 
poor posture should sleep on a firm, straight, 
nonsagging mattress and preferably use only 
one light pillow beneath the head. 

After discussions of the degenerative changes 
in the spinal column and of infectious lesions 
of the vertebral column by representatives of the 
Section of Orthopedic Surgery, came a con- 
tribution on backache of gynecologic origin by 
Dr. Arthur B. Hunt of the Section of Obstetrics 
and Gynecology. A few aphorisms are worthy 
of quotation: 

“All backaches in women are worse at the 
time of menstruation.” 

“Only 0.2 per cent of 2000 backaches were 
due to gynecologic conditions.” 

“Most gynecologic backaches seem to occur 
diffusely over the lower lumbar and upper sacral 
regions. 

“We commonly hear women who complain 
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of backache mention that their symptoms origi- 
nated at and have persisted from the time of 
delivery.” 


Finally, a brief report on the use of belts, 
braces, corsets and exercises in the conservative 
treatment of backache concludes that the use of 
such devices, supplemented by mild exercises, is 
of aid in the treatment of the majority of cases 
of low back pain due to mild disorders of the 
lower dorsal and entire lumbar portions of the 
spinal column. 

MORRIS FISHBEIN 


EVALUATION OF 
PSYCHOTHERAPY 


M™ and more the need for methods of com- 
paring and appraising methods of treat- 
ment in various psychoneuroses is receiving ex- 
pert consideration. Physiologic methods need to 
be compared with psychologic methods and 
also with combined technics. Group therapy is 
to be compared with individual therapy and 
ordinary psychiatry with psychoanalytic psy- 
chiatry. In a previous editorial the views of 
Braatoy were given consideration. Braatoy is 
convinced that one cannot make comparisons 
by the usual type of statistical study used in 
other methods of treatment. The present writers’ 
are also convinced that “precise measurements, 
accurate predictions, and formulated laws are 
not yet possible.” They themselves are struck 
by the paucity of carefully planned objective 
studies and by the general lack of definition of 
terms. They say that “the matching of two 
groups (controls and patients) would be almost 
impossible.” Much of the difficulty lies in a 
lack of exact information concerning the causes 
of psychiatric syndromes. There is also a lack 
of ability to match any two cases with sufficient 
similarities to permit comparison. 

An attempt was made to analyze a group of 
follow-up studies of psychiatric patients. Only 
a crude comparison was possible because authors 
rarely described patients accurately; the diag- 
nostic categories were mixed; the goals and 
methods of treatment were not discussed in 
detail, and there was no uniformity of mean- 
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ing in such terms as “recovered,” “much im- 
proved,” and “slightly improved.” The Institute 
for Psychoanalysis of Chicago and the Boston 
Psychoanalytic Society and Institute have con- 
sidered the problem but their discussions have 
not borne fruit in the form of a published study. 

The purpose of the present study was to find 
how adequate or inadequate are the data avail- 
able in the case records of a psychiatric depart- 
ment in a general hospital. Each patient was 
asked about his symptoms, his social adjust- 
ment, marital adjustment, sexual adjustment, 
insight and life situation since hospitalization. 
The interviews were conducted by two of the 
authors of the report. Suitable definitions were 
selected but they were broad enough to include 
several possibilities. A complicating factor was 
the time dimension which was not constant 
in each case since the duration of illness was 
different in every patient as was the period from 
discharge to the contact for following the case. 
Criteria were established for giving ratings to 
degrees of difficulty in relationships, marital ad- 
justments, sexual adjustment and depth of in- 
sight. There were also criteria for symptomatic 
evaluation and social evaluation and, finally, 
criteria were established for over-all evaluation. 


A satisfactory follow-up was achieved in 62 pa- ~ 


tients out of 76 with whom contact was made. 

In an endeavor to make a really scientific 
evaluation of the material, the investigators re- 
peated their own appraisals of 15 cases after a 
lapse of six to eight months in order to check 
the consistency of the reports. The check showed 
that about 70 per cent of the evaluations were 
consistent. A critical appraisal of the data in 
terms of accuracy and reliability revealed that 
the material is not only incomplete but to some 
extent biased as regards interpersonal relation- 
ships, sexual adjustments, basic conflicts, “ego 
defenses” and other material. The investigation 
of dynamic factors is shaped by the skill of the 
examiner, his own personality as well as other 
reactions. 

As might be expected, the analysis of factors 
associated with successful or unsuccessful out- 


come of the case is not at all discreet but varia- 
ble depending on the environment in which the 
neurosis developed. The early home environ- 
ment, the number of emotional difficulties in 
the parents and the development of neurotic 
traits in childhood are “inexplicably bound with 
one another” so that the investigator was uncer- 
tain as to what could be labeled cause and what 
could be labeled effect. The follow-up study on 
the 62 patients with anxiety neurosis made 2 to 
12 years after the patients had been treated in 
an institution indicated that 23 per cent were 
definitely improved, 35 per cent were definitely 
better and 42 per cent unchanged. Close correla- 
tion was observed between the evaluations made 
by the psychiatrists and the self evaluations 
made by the patients. In no case was previously 
unrecognized medical or surgical disease later 
found to be associated with the symptoms. 
Among the elements which were related to the 
course of the illness were the patient’s intelli- 
gence, his early home situation, the development 
of early neurotic traits, the severity of his symp- 
toms and his capacity for understanding his 
own condition. 

Finally, the authors are convinced that fur- 
ther progress in solving the problem awaits 
more detailed investigations and new methods 
for analyzing the data. 

This study confirms the impression gained 
from the report made by Braatoy that the ap- 
plication of truly scientific methods to the study 
of psychiatric cases is exceedingly difficult, if 
not impossible. Each patient is so much a case 
to himself that comparisons are difficult and the 
variables far outnumber the similarities in any 
considerable number of cases. Far more study 
needs to be given to the technics of psycho- 
analysis and psychiatry with a view perhaps to 
determining whether or not the technics may 
be modified in such manner that studies of 
groups of cases may eventually yield results 
capable of scientific analysis. 

MORRIS FISHBEIN 


1. Mires, H. H. W., Barraset, E. L. and Finesincer, J. E.: Evalua- 
tion of psychotherapy. Psychosom. Med. 13:83-105, 1951. 
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@ LUPUS 
ERYTHEMATOSUS 


Question: Is there any new treatment for lupus 
erythematosus? I have used bismuth and arsenic, 
local treatment with nitric acid crystals, and desic 
cation. 

M.D.—Ontario 


ANSWER: There is no new therapy for lupus 
erythematosus. In the acute disseminated type, 
ACTH and cortisone have been used with good 
results in some cases. However, these drugs should 
be used only as a last resort and only in the dis- 
seminated type. In the chronic discoid type, gold 
thiosulfate intravenously, bismuth and 
® are the drugs of choice. Since the 
ctiology of this condition is not known, all the 


sodium 
MAPHARSEN 


above treatments are really empiric. 
BEDFORD SHELMIRE 


@ VALUE OF DILUTE 
HYDROCHLORIC ACID 


Ouestion: A few evenings ago a group of older 
clinicians were hosts to a group of men who gradu- 
ated during and just after World War II. Dilute 
hydrochloric acid solution came up in the discus- 
sion of empiricism. The younger group said it had 
no value of any sort in any condition. Those with 
considerable experience in internal medicine and 
practice stoutly defended its value for a sizeable 
group of patients. 

Is there this truly great divergence of opinion as 
to its values? Is it just a successful placebo and is it 
true that the B vitamins would do as well if given 
with the same clinical conviction and assurance by 
the older men? 

M.D.—California 


ANSwerR: A majority of physicians primarily inter- 
ested in gastroenterology doubt the value of dilute 
hydrochloric acid solution in the treatment of most 
diseases. It is true that the occasional patient with 


uwestions answered 


Readers may send questions from 
their own practice or other medical 
problems which will be answered 
by qualified consultants. 


anacidity will feel better if he takes dilute hydro- 
chloric acid in small doses with his meal. A control 
study of such a situation, however, has to our 
knowledge never been made. Scientifically speak- 
ing, the younger group of physicians of whom you 
speak might be more nearly correct and in the 
cases under consideration they are simply substi- 
tuting a pill for drops. 


@ CEREBRAL ATROPHY 
AFTER VASCULAR ACCIDENT 


Oucstion: A white male, age 60, had a cerebral 
vascular accident with paralysis of left arm and 
leg and involvement of speech. On two different 
occasions, June 11 and 17, stellate ganglion block 
of the right side was performed. Results were tran 
sient and very slight. As there was some reaction 
®, it was not felt advisable to repeat 
the injection. Later during the illness an encephalo- 
gram was made. This showed atrophy of the 
cerebrum. 

The preceding year the patient had suffered a 
fracture and dislocation of the right hip. Both be- 
fore and following this accident the patient had 
received treatment for hypertension. 

A question of mental competency has been 
raised, also the question as to when cerebral 
atrophy may have developed. (1) Could the re- 
sultant cerebral atrophy (dilatation of lateral and 
third ventricles, gyri widened, subarachnoid space 
increased—more marked on the right side) have 
developed previous to his cerebrovascular accident, 
or (2) would it be more likely to have developed 
following his original paralysis? 


to NOVOCAIN 


M.D.—Ohio 


ANSweR: Stellate ganglion block can be considered 
technically successful only when there is a positive 
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therapeutic efficacy 


in trichomoniasis 
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SUPPOSITABS 





Clinical cure in trichomonas vaginitis—proved by 
smear and culture—is the rule when Vagisol Sup- 
positabs are employed. These tablet-shaped sup- 
positories provide a powerful germicidal-antibiotic 
approach which promptly controls the patient’s 
characteristic discomfort and leads to complete 
eradication of the parasite. The presence of succinic 
acid and lactose is conducive to the growth of the 
normal Doederlein bacillus, while papain and sodium 
lauryl sulfate encourage penetration of the medica- 
tion into the mucosal folds. 





Nonstaining, odorless, nonirri- 


tant, each Vagisol Suppositab The usual course of treatment consists of one 

supplies: suppositab inserted high in the vagina twice daily 

Phenyl Merc i i j 
Rie .. amuse for 30 days. Available through all pharmacies, in 


Tyrothricin, N.F. 0.5 mg. (0.008 grain) bottles of 36. 
Succinic Acid. . .12.5 mg. (0.193 grain) 
Sodium Lauryl 

Sulfate 3.0 mg. (0.046 grain) 


Papain......250mg.(0.385 grain) SMITH-DORSEY e Lincoln, Nebraska 


Lactose....... 7” A Division of THE WANDER COMPANY 
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Your Questions 


Horner's sign. Successful stellate ganglion block 
with no improvement in the hemiparesis is apt to 
mean thrombosis of the internal carotid. Presuma 
bly the patient is left-handed. If he is right-handed, 
it is quite certain that other areas of softening are 
present in the brain and that the effect was magni 
hed when the remaining carotid artery shut down. 

From the practical standpoint, it is more likely 
that the cerebral atrophy developed after the vascu 
lar accident involving the right side of the brain. 
However, the question of mental competency can 
not be decided upon the presence or absence ol 
cerebral atrophy. Furthermore, if the patient was 
actually right-handed, it is evident that the paraly 
sis of the left side accompanied by disturbances in 
language really put the finishing touch on an al 
ready advanced cerebral arteriosclerosis. 


WALTER FREEMAN 


@ NURSING TWINS OR 
TRIPLETS 


Ouestion: What does a mother do about nursing 
twins or triplets? Does each baby feed from one 
breast until it is emptied, or preferably both babies 
partially from each breast? If there are three, should 


they get mixed breast and artificial feeding or 


should all the babies receive a formula? What is 
the time schedule? 
M.D.—Wisconsin 


ANSweR: In the case of triplets it is seldom feasible 
to attempt breast feeding. The mother of triplets 
will not have sufficient milk to nurse the babies 
entirely and will have her time so fully occupied 
in their care that it seems, in general, inadvisable 
to attempt a mixed breast and formula regimen. 

The problem is somewhat simpler with twins. 
There are occasional mothers who produce sufh 
cient breast milk for both of a pair of twins with 
out formula supplementation for a period of at 
east two months. In such cases each baby gets a 
breast at each feeding. It is wise to switch the babies 
back and forth from left to right at alternate feed 
ings since one breast may be a better producer than 
the other. In general, however, a mixed breast and 
formula routine is the best for twins. Under such 
a routine one baby is fed at the breast and one is 
given a formula at each feeding period. They are 
simply alternated. 

As a matter of practical experience the breast 
feeding of even twins often fails due to the added 
complexity of management over and above that 
for a single child. As for the time schedule, as 


Inswered 


with all other babies twins should be fed when 
they are hungry, but they will usually adapt them 
selves rather readily to something like a four hour 
schedule. 


HENRY bF. LEI 


@ TETANUS SPORE’S 
RESISTANCE TO HEAT 


Question: Can the tetanus spore he destroyed by 
boiling tor one hour? 


o 


M.D. Illinois 


ANSWER: The tetanus spore can only withstand a 
dry 80° F. for one hour; it is inactivated by live 
steam in five minutes. It would certainly be de 
stroyed by boiling for one hour; | am unable to 
learn exactly how many minutes of boiling would 
be minimal. 


HARRY F. DIETRICH 


@ GANGRENE OF 
THE FOOT 


Ouestion: | would like some recommendations as 
to management of an 82 year old patient with 
gangrene of the foot. One toe is practically gone, 
and others are affected. The patient does not have 
diabetes. 

M.D.—California 


ANSWER: The management of gangrene of the foot, 
involving most of the toes of the foot in an 82 
year old patient, depends upon several factors, 
including particularly the general condition of the 
patient and the circulatory condition of the re 
mainder of the extremity. In general, conservatism 


is desirable in the management of gangrene of the 


toes resulting from arteriosclerotic occlusive dis 
ease, providing the collateral circulation is adequate 
and shows evidence of improvement with proper 
management. Experience has shown, however, that 
salvage of the extremity rarely can be achieved in 
patients of this age group with gangrene of this 
extent. Indeed, amputation below the knee usually 
is unsuccessful and is associated with increased 
morbidity and mortality. For this reason, in such 
cases, it is generally advisable to perform an above 
the-knee amputation after adequate preparation of 
the patient for surgery. This permits early mobiliza 
tion of the patient, reducing the risk of the various 
complications incident to prolonged bed rest .nd 
hospitalization. 
MICHAEL E. DEBAKEY 





